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The  Cl  inical  Center  of  the  National  Institutes 
of  H  ealth  at  Bethesda,  Md.,  is  accepting  a 
limited  number  of  patients  each  month  for  study 
and  therapy.  Studies  to  which  patients  are 
currently  being  admitted  (fall-winter,  1954-55) 
are  described  briefly. 

The  National  Institutes  of  Health  is  the  research 
arm  of  the  Public  Health  Service  and  is  com¬ 
posed  of  seven  institutes  concerned  specifically 
with  basic  laboratory  investigations  and  research 
in  the  fields  of  cancer,  cardiovascular  disease, 
mental  health,  neurological  diseases  and  blind¬ 
ness,  arthritis  and  metabolic  diseases,  micro¬ 
biology,  and  dental  health.  The  Clinical  Center 
is  a  modern  facility  shared  by  all  institutes  for 
combined  laboratory  and  clinical  study  pro¬ 
grams.  The  patient  care  area  is  comparable  in 
staff  and  equipment  to  any  good  general 
hospital,  with  special  provisions  for  the  comfort 
and  welfare  of  chronic  disease  patients. 

The  cooperation  and  assistance  of  physicians 
in  private  practice  and  those  associated  with 
hospitals  and  clinics  is  essential  in  the  proper 
selection  of  patients  to  participate  in  these 
studies.  Patients  should  be  referred,  and  will  be 
admitted  on  the  basis  of  a  diagnosis  which  meets 
the  requiremenis  for  particular  studies. 

The  referring  physician  is  kept  fully  informed  « 
of  the  treatment  and  progress  of  his  patients  and 
is  welcomed  if  he  wishes  to  visit  them.  Coopera¬ 
tion  is  sought  for  the  extended  period  of  followup 
observation  which  will  usually  be  maintained 
after  patients  have  been  returned  to  the  care  of 
their  own  physicians. 
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PROCEDURE  FOR  REFERRAL 
OF  PATIENTS 

1.  Application  for  admission  of  a  patient 
should  be  made  by  his  physician  to  the  Clinical 
Director  of  the  Institute  concerned.  If  it  is  not 
clear  which  Institute  has  the  predominant  interest, 
the  application  may  be  sent  to  the  Director  of 
the  Clinical  Center,  who  will  refer  it  to  the  proper 
Institute. 

i  2.  An  interview  or  correspondence  in  some 

detail  between  the  staff  of  the  Institute  and  the 
referring  physician  may  be  advisable  concerning 
the  study  program  in  which  the  patient  will 
^participate,  the  complete  diagnosis,  and  other 
facts  affecting  the  admission  suitability  of  the 
patient. 

^  3.  It  will  often  be  desirable  for  prospective 

patients  also  to  be  interviewed  and  examined  by 
!  the  Clinical  Center  physician  to  whom,  or  to 
'  whose  Institute,  the  patient  has  been  referred. 

4.  The  Social  Service  Department  of  the 
-  Clinical  Center,  if  necessary,  will  assist  pro- 
^  spective  patients  with  personal  problems  occa- 
'  sioned  by  their  admission  into  the  Center.  The 
>  resources  available  to  this  department  will  not, 
however,  permit  financial  assistance  to  individuals 
^  and  their  families. 

•  eligibility  requirements 

t  The  specific  disease  or  other  condition  for 
which  a  patient  is  admitted  to  the  Center  must  be 
J  under  active  investigation  by  National  Institutes 
of  Health  physicians  at  the  time  of  admission. 
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2.  There  are  no  citizenship  requirements  for 
admission,  and  no  restrictions  based  on  race, 
creed,  or  color.  Considerations  which  may  vary 
with  different  studies  are  age,  weight,  sex, 
general  health,  and  potential  for  concurrent 
studies.  Possibilities  for  long  term  inpatient 
status  or  extended  followup  observation,  or  both, 
will  frequently  be  important  criteria. 

3.  While  patients  are  drawn  largely  from  the 
eastern  seaboard,  full  consideration  is  given  to 
persons  living  in  other  parts  of  the  country  who 
meet  clinical  investigation  requirements. 

4.  The  competent  patient  must  have  a  reason¬ 
able  understanding  of  his  role  in  a  research  study 
and  be  willing  to  participate. 

CLINICAL  STUDIES  (FALL  AND 
WINTER,  1954-55) 

The  principal  study  projects  for  which  patients 
will  be  admitted  during  the  current  period, 
together  with  some  of  the  more  important 
diagnostic  or  other  criteria,  are  described  briefly 
in  the  following  pages. 
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National  Cancer  Institute 


Leukoplakia  and  Leukoderma. — Patients  with 
leukoplakia  and  leukoderma  of  the  oral  mu¬ 
cosa  are  observed  for  long  periods  to  obtain 
information  on  the  relationship  of  these  con¬ 
ditions  to  cancer  of  the  oral  cavity.  Studies 
include  evaluation  of  incidence,  etiology,  his¬ 
topathologic  character,  and  therapeutic  re¬ 
sponse.  Patients  are  admitted  to  the  Clinical 
Center  for  a  few  days  of  intensive  study  and 
thereafter  are  followed  for  a  long  time  as  out¬ 
patients. 

Tumor  Cells  in  Operative  Wounds . — An  at¬ 
tempt  is  being  made  to  determine  why  local 
recurrence  following  definitive  surgery  for 
cancer  is  so  frequent.  Patients  being  studied 
are  those  with  primary  cancer  of  the  head, 
neck,  and  breast  who  have  developed  metas- 
tases  to  regional  lymph  nodes;  many  of  these 
are  considered  of  borderline  operability. 
After  definitive  surgery  the  wound  is  washed 
prior  to  closing  and  the  sediment  is  exam¬ 
ined  to  determine  the  number  of  tumor  cells 
present. 

Extensive  Surgery  in  Advanced  Cancer  of  the 
Head,  Neck,  and  Uterus. — Surgical  procedures 
more  extensive  than  those  usually  employed 
in  most  hospitals  are  being  evaluated  in  the 
control  and  palliation  of  advanced  cancer. 
Conditions  being  studied  include  primary  and 
recurrent  cancers  of  the  head  and  neck  and  of 
the  corpus  and  cervix  uteri.  Uterine  carci¬ 
nomas  studied  largely  follow  the  League  of 
Nations  Classifications  III  and  IV,  in  which 
radiation  generally  is  unsuccessful.  Local 
chemotherapy  is  being  studied  in  conjunction 
with  surgery  of  certain  head  and  neck  lesions. 

Primary  Operable  Cancers. — At  intervals  a 
few  patients  with  operable  primary  malignant 
lesions  are  admitted  for  histologic,  biochem¬ 
ical,  and  other  research  studies. 
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Acne  Vulgaris. — Patients  with  severe  acne, 
admitted  as  outpatients,  are  being  studied  to 
evaluate  certain  therapeutic  agents.  Therapy 
is  guided  by  chemical  analysis  of  keratin  found 
in  acne  plugs  and  a  comparison  of  such  keratin 
with  normal  keratin. 

Endocrinologic  and  Metabolic  Aspects  of 
Cancer  of  the  Breast. — Women  and  men  with 
mammary  cancer  that  cannot  be  treated  by 
definitive  means  are  being  treated  with  mas¬ 
sive  doses  of  steroid  hormones.  New  meth¬ 
ods  of  hormone  therapy  for  palliation  are 
being  sought,  and  detailed  analyses  of  en¬ 
docrinologic  and  metabolic  factors  operating 
in  relation  to  the  course  of  cancer  of  the  breast 
are  being  studied. 

Massive  Estrogen  Therapy  in  Prostatic  Can¬ 
cer. — Men  with  prostatic  cancer  preferably  s 
not  previously  treated  are  being  studied  in  a 
clinical  evaluation  of  massive  intravenous 
estrogen  therapy.  The  mechanism  of  eleva¬ 
tion  of  serum  acid  phosphatase  is  also  being 
studied. 

Hormonal  Therapy  of  Cancer  of  Uterine 
Cervix. — Patients  with  cancer  of  the  uterine 
cervix,  not  suitable  for  definitive  therapy,  are 
being  studied  to  learn  whether  steroid  ther¬ 
apy,  particularly  estrogen  or  progesterone, 
has  any  beneficial  effect. 

Hormone-Producing  Tumors. — Patients  with 
hormone-producing  tumors  of  the  pituitary, 
adrenal,  ovary,  testis,  parathyroid,  and  chorion 
are  being  studied.  Syndromes  are  character¬ 
ized  completely,  both  in  endocrinologic  and 
metabolic  terms  before  and  after  therapy.  4 
Tissue  from  such  tumors  is  grown  in  vitro  and 
the  supernatant  fluid  is  tested  for  hormonal 
activity  by  bioassay. 

Cancer  of  Larynx  in  Females. — Because  can¬ 
cer  of  the  larynx  is  relatively  rare  in  females, 
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endocrinological  characteristics  of  women 
with  this  disease  are  being  studied.  The  pur¬ 
pose  is  to  assess  the  role  of  endocrine  factors 
in  relation  to  carcinoma  of  the  larynx. 

Neural  Factors  in  Thyroid  Disease. — Patients 
with  simple  goiter  or  solitary  nodules  of  the 
thyroid  are  being  studied  with  respect  to  phy¬ 
siological  and  clinical  analysis  of  thyroid 
function  and  thyroid  disease  with  emphasis 
on  neural  factors.  A  study  is  being  made  of 
simple  goiter  to  ascertain  whether  a  block  in 
the  normal  biosynthetic  chain  of  thyroid  hor¬ 
mone  synthesis  has  occurred,  and  to  correlate 
the  metabolism  of  radioiodine,  histologic 
characteristics,  and  response  to  exogenous 
thyroid  therapy  of  single  nodules  in  the  thy¬ 
roid.  Tracer  doses  of  I  131  are  administered, 

I  and  thyroid  nodules  are  biopsied  before  and 
after  treatment  with  thyroid. 

Analysis  of  Abnormalities  of  Somatic  Growth. — 
Detailed  endocrine  and  metabolic  analysis  is 
being  done  on  patients  presenting  abnormali¬ 
ties  of  somatic  growth  and  development,  par¬ 
ticularly  in  such  hormone-dependent  tissues 
as  the  genital  tract.  Patients  with  ovarian 
agenesis,  adrenogenital  syndrome,  gigantism, 
dwarfism,  and  hermaphroditism  are  especi¬ 
ally  required. 

Leukemia  and  Allied  Diseases. — Focussing 
on  patients  with  leukemias  and  allied  diseases, 
this  study  is  designed  to  achieve  greater  under¬ 
standing  of  the  applicability  of  laboratory 
findings  to  cancer  chemotherapy  in  man,  to 
define  the  usefulness  of  certain  agents  in  can- 
i  cer  chemotherapy,  and  to  seek  knowledge  of 
mechanisms  involved.  The  method  involves 
clinical  evaluation  of  results  of  drug  therapy 
in  certain  human  cancers  and  employs  6-  mer- 
captopurine  and  amethopterin  at  this  time. 
Other  agents  will  be  added.  Patients  under 
12  years  of  age  are  not  admitted  as  a  rule;  ex¬ 
ceptions  are  made  for  patients  who  have  not 
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received  previous  chemotherapy  for  their  dis¬ 
ease,  provided  the  practical  problems  can  be 
resolved  with  the  families  concerned. 

National  Heart  Institute 

Car dio dynamics. — Ventricular  ejection  char¬ 
acteristics  are  studied  by  electrokymograph, 
carotid  pulses,  electrocardiogram,  and  similar 
methods.  Patients  having  (a)  pulses  alter- 
nans,  (b)  auricular  fibrillation,  (c)  orthostatic 
hypotension  who  have  not  previously  received 
digitalis  or  similar  medication  are  preferred. 

Cardio-respiratory  Physiology. —  Detailed 
cardio-pulmonary  study  of  carefully  selected 
patients  with  serious  pulmonary  disease  re¬ 
sulting  from  emphysema,  spinal  deformities, 
pleural  effusion,  etc.  When  secondary  poly¬ 
cythemia  is  present,  these  studies  are  repeated 
as  the  red  blood  cell  mass  is  restored  to  nor¬ 
mal  value. 

Cardiac  Reserve. — Stress  features  of  oxygen 
consumption,  cardiac  and  blood  lactic  acid 
production  are  studied  in  patients  with  varying 
degrees  of  cardiac  reserve  by  standard  exer¬ 
cise  test  using  a  bicycle  ergometer.  Patients 
required  are  carefully  selected  adult  males  with 
varying  types  of  cardiac  disease,  especially 
coronary  sclerosis,  with  definite  encroach¬ 
ment  on  the  cardiac  reserve  and,  in  minimal 
degrees,  congestive  heart  failure. 

Obesity  in  Heart  Disease. — Severely  obese 
individuals  with  and  without  congestive  heart 
failure  are  studied  with  particular  attention  to 
body  fluid  compartments,  renal  function,  and  1 
hemodynamics.  Patients  must  be  willing  to 
undergo  extensive  study  during  a  fairly  long 
period  of  hospitalization  and  weight  reduc¬ 
tion,  with  repetition  of  studies  at  a  later  date. 

Essential  Hypertension. — A  broad  investiga¬ 
tion  involving  detailed  study  of  cardiac  and 
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renal  function.  Therapy  includes  use  of  the 
new  drugs  available  in  this  field.  Patients 
with  essential  hypertension,  preferably  be¬ 
tween  15  and  50  years  of  age;  must  not  have 
serious  renal  impairment  or  cerebrovascular 
involvement. 

Adrenal-cortical  Steroids  and  Edema. — Ex¬ 
amination  of  fractionated  urine  extracts  from 
patients  (preferably  adults)  with  edema,  due 
to  cardiac  failure,  nephrosis,  or  other  general 
causes;  or  cirrhosis  with  ascites. 

Effects  of  Insulin  and  Glucose  on  Circulating 
Lipids  of  Diabetics. — Investigation  of  the  eti¬ 
ology  of  the  lipemia  occurring  in  some  cases 
of  diabetes  mellitus,  with  particular  effort  to 
determine  whether  a  large  dose  of  carbohy¬ 
drate  covered  by  insulin  will  produce  lower¬ 
ing  of  the  level  of  blood  lipids.  Patients  have 
a  definitely  established  diagnosis  of  diabetes 
mellitus  complicated  by  hyperlipemia  or  hyper¬ 
cholesterolemia,  or  advanced  peripheral  vas¬ 
cular  lesions. 

Effect  of  Fructose  on  Diabetic  Ketosis. 
Whether  fructose  can  supplement  or  supplant 
insulin  in  preventing  the  ketosis  of  human 
diabetes  is  being  investigated  in  patients  with 
uncomplicated  diabetes  mellitus  requiring  at 
least  40  units  of  insulin  per  day. 

Lipid  Transport  Defects  With  Relationship  to 
Atherosclerosis. — An  investigation  of  abnormal 
lipoprotein  patterns  with  respect  to  absorp¬ 
tion,  transport,  and  utilization  of  fat  and 
cholesterol;  the  effects  of  hormonal  manipu¬ 
lation  (sex  steroids,  thyroid,  etc.)  heparin, 
diet  and  weight  change  on  lipoprotein 
transport.  Diagnostic  requirements  include 
hypercholesterolemia  or  hyperlipemia,  or 
hypercholesterolemia,  nephrosis,  myxedema, 
castrates,  and  young  (under  45)  coronary 
occlusion  patients. 
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Nephrosis  and  Nephritis. — Studies  include 
pathogenesis  of  the  disease;  abnormalities  of 
protein  and  lipid  metabolism  with  particular 
attention  to  the  role  of  the  kidneys;  and  the 
effects  of  ACTH  and  cortisone.  Patients  are 
those  having  acute  nephritis,  nephrosis  or 
nephrotic  syndrome — with  proteinurea  or 
hematuria  in  which  urinary  tract  infection, 
calculi,  and  other  pathologic  conditions  in 
the  lower  urinary  tract  are  not  present.  Pa¬ 
tients  without  complicating  diseases  pre¬ 
ferred.  (Note:  An  outpatient  renal  clinic  is 
held  every  Wednesday,  9  to  1 1  a.  m.  Patients 
should  be  seen  in  this  clinic  prior  to  admission 
to  the  hospital.) 

Surgical  Treatment  of  Congenital  and  Ac¬ 
quired  Heart  Disease. — New  surgical  methods 
are  being  developed  for  the  treatment  of  cen¬ 
tral  and  peripheral  vascular  disease,  particu¬ 
larly  mitral  valvular  disease,  either  stenosis  or 
regurgitation.  Methods  for  quantitative  as¬ 
sessment  of  degree  of  stenosis  or  regurgitation 
present  and  a  new  operative  technique  for 
correction  of  regurgitation  are  being  used. 
In  addition,  direct  left  auricular  pressure 
measurements  are  being  made  in  patients  with 
many  diverse  types  of  heart  disease  by  a  new 
trans-bronchial  method. 

Mechanism  of  Action  of  Diuretics. — Exami¬ 
nation  of  the  mechanism  by  which  various 
agents  promote  the  renal  excretion  of  sodium; 
assessment  of  the  value  of  the  new  diuretic 
agents  for  the  treatment  of  cardiac  failure. 
Patients  with  congestive  heart  failure,  without 
marked  impairment  of  renal  function  (blood 
urea  nitrogen  under  25,  albuminurea  2+  or 
less). 
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National  Institute  of  Arthritis 
and  Metabolic  Diseases 

Hemoglobin  Metabolism. — The  relationships 
between  anemia,  other  disturbances  in  hemo¬ 
globin,  and  shortened  red  cell  survival  or 
decreased  red  cell  production  are  studied  by 
in  vitro  and  in  vivo  techniques.  Diagnoses  of 
patients  include  active  inflammatory  rheuma¬ 
toid  arthritis;  acute  and  chronic  liver  disease; 
various  anemias;  endocrine  disorders;  poly¬ 
cythemia. 

Cortisone  Turnover. — Plasma  turnover  and 
fate  of  intravenously  administered  hydrocor¬ 
tisone  and  cortisone  are  studied  by  analysis 
for  various  steroids  in  blood,  bile,  and  urine. 
Diseases  in  which  the  studies  are  made  include 
late  cancer,  certain  endocrine  disorders, 
rheumatoid  arthritis,  and  liver  disease.  Pa¬ 
tients  must  be  able  to  withstand  interrupted 
treatment  for  short  periods  during  the  study. 

Nature  of  the  Anemia  of  Rheumatoid  Ar¬ 
thritis. — The  life  span  of  red  blood  cells  and 
iron  metabolism  are  being  investigated  in 
patients  with  active  rheumatoid  arthritis  who 
have  not  had  any  gold  in  the  last  year,  nor 
steroid  therapy  within  the  past  6  months. 

habile  Methyl  Compounds  in  Liver  Disease. — 
Factors  influencing  methylation  of  nicotin¬ 
amide  and  glycocyamine  in  various  anemias 
and  diseases  of  the  liver  are  studied  principally 
by  measurements  in  blood  and  urine.  Pa¬ 
tients,  age  21  to  60,  who  have  not  recently 
received  certain  preparations  for  their  active 
liver  disease  or  megaloblastic  anemia. 

Hepatic  Metabolism  of  Fructose  in  Diabetes. — 
An  evaluation  of  the  use  of  fructose  in  the 
therapy  of  diabetic  acidosis,  hepatic  insuffi¬ 
ciency,  and  starvation.  Patients  with  diabetes 
(in  moderately  good  control  in  present  phase 
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of  study),  age  20  to  55,  without  evidence  of 
cardiac  disease,  hepatic  disease,  or  gross  ab¬ 
dominal  pathology. 

Adrenal  Function  and  Salt  Water  Metabolism 
in  Myxedema. — The  nature  of  edema  forma¬ 
tion,  adrenal  function,  salt  and  water  metabo¬ 
lism,  and  effects  of  treatment  with  thyroid  are 
being  investigated  with  precise  metabolic 
balance  studies  in  patients  with  myxedema 
who  are  willing  to  stay  3  months. 

Mineral  Metabolism. — Elucidation  is  sought 
concerning  the  mechanisms  of  effects  of  diet, 
hormones,  and  vitamin  D  on  mineral  metabo¬ 
lism,  with  special  attention  being  given  to  the 
reabsorption  of  phosphorus  by  the  renal 
tubule.  Precise  metabolic  balance  studies 
and  periodic  renal  clearance  determination 
are  employed.  Patients  have  osteoporosis, 
osteomalacia,  rickets,  hyperparathyroidism  or 
hypoparathyroidism  but  are  otherwise  in  good 
health  and  without  renal  disease  (except  in 
hyperparathyroidism) . 

Iron  Absorption  in  Liver  Disease,  Hemochro¬ 
matosis  and  Anemia. — To  determine  whether 
there  is  increased  iron  absorption  under  these 
conditions,  tracer  amounts  of  ferric59  chloride 
are  administered  orally  and  determinations 
made  of  amounts  recovered  in  feces  and  levels 
in  the  blood.  Patients  may  be  18  to  80  and 
should  have  only  one  of  the  above  conditions. 

The  Metabolic  Deject  in  Gout. — Uric  acid 
precursors  labeled  with  heavy  isotopes  are 
administered  to  patients  on  a  purine-free,  low- 
protein  diet,  and  together  with  other  com¬ 
pounds  are  isolated  from  24-hour  daily  urine 
collections.  Patients  should  be  30  to  50  years 
of  age,  male,  with  high  urinary  levels  of  uric 
acid  in  24-hour  urine  collections  (latter  may 
be  sent  to  the  National  Institute  of  Arthritis 
and  Metabolic  Diseases  for  analysis  on  patients 
thought  to  be  suitable)  and  no  renal  disease. 
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Nature  of  Insulin  Resistance  in  Diabetes. — 
The  phenomenon  of  marked  resistance  to 
insulin  is  being  studied  by  in  vitro  techniques. 
Patients  are  diabetics,  between  15  and  80 
years  of  age,  who  require  more  than  300  units 
of  insulin  daily  for  control  or  exhibit  other 
evidence  of  insulin  resistance. 

National  Microbiological 
Institute 

Rheumatic  Fever. — Patients  with  active  rheu¬ 
matic  fever  are  being  studied  from  several 
aspects:  The  relation  of  streptococci,  and  in 
particular,  certain  fractions  of  these  organisms 
to  rheumatic  fever;  the  immunologic  responses 
occurring  in  the  patient  during  illness;  factors 
affecting  the  development  of  rheumatic  heart 
disease;  experimental  therapy. 

Acute  Glomerulonephritis. — Immunologic  re¬ 
sponses  and  the  relationships  of  streptococci 
in  acute  glomerulonephritis  are  being  studied, 
with  special  attention  to  the  clinical  aftermath 
of  the  disease. 

Streptococcal  Diseases. — In  addition  to  the 
nonsuppurative  streptococcal  conditions,  cov¬ 
ered  under  the  two  previous  headings,  host- 
parasite  relationships  are  being  studied  in  a 
limited  number  of  patients  with  acute  suppura¬ 
tive  streptococcal  disease  and  low  grade 
chronic  infection  states,  such  as  subacute  bac¬ 
terial  endocarditis.  These  studies,  biochemi¬ 
cal,  immunological  and  others,  are  being  pur¬ 
sued  to  increase  understanding  of  the  mech¬ 
anisms  whereby  streptococci  produce  disease 
and  as  a  basis  of  interpretation  of  data  obtained 
in  the  projects  on  rheumatic  fever  and  acute 
glomerulonephritis. 

Respiratory  Viral  Diseases. — Further  delinea¬ 
tion  is  sought  on  diagnostic  criteria  in  those 
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respiratory  viral  diseases  of  proved  etiology, 
such  as  herpangina  and  gingivo  ulcerative 
stomatitis,  on  the  immunological  responses, 
the  persistence  and  sites  of  virus  and  the  effect 
on  tissues  in  these  diseases.  A  major  effort 
is  directed  toward  an  etiological  definition  of 
similar  syndromes  of  unknown  cause.  Viral 
isolations,  by  use  of  animals,  tissue  culture, 
etc.,  are  employed  together  with  concurrent 
clinical  studies.  Patients  may  have  a  pharyn¬ 
gitis  of  unknown  cause  and  any  acute  or 
chronic  ulcerative  condition  of  the  mouth  or 
throat  possibly  of  viral  origin. 

Brucellosis. — This  project  is  designed  to 
further  elucidate  the  diagnostic  criteria  in 
brucellosis,  with  particular  attention  being 
paid  to  low  grade  febrile  illnesses  in  which 
the  Brucella  agglutination  titer  is  low  in  the 
presence  of  symptomatology  consistent  with 
this  diagnosis.  Clinically,  special  attention 
is  given  to  involvement  of  the  liver  in  bru¬ 
cellosis.  Patients  accepted  are  acutely  ill 
with  fever  and  have  an  agglutination  titer  of 
1/160  or  higher,  or  the  chronically  ill  who 
run  fever,  have  symptoms  consistent  with  the 
diagnosis  of  brucellosis,  and  whose  agglutina¬ 
tion  titer  is  less  than  1/160. 

Histoplasmosis. — Diagnostic  methods,  immu¬ 
nological  response,  and  various  therapeutic 
agents  are  being  studied  in  patients  with 
culturally  proved  histoplasmosis.  Patients 
with  undiagnosed  multiple  pulmonary  lesions 
but  no  evidence  of  tuberculosis,  or  those  from 
areas  of  high  prevalence  who  are  either  chron¬ 
ically  ill  or  acutely  febrile  and  are  suspected 
of  having  histoplasmosis,  may  also  be  ad-  4 
mitted. 

Infectious  Hepatitis. — Patients  with  infectious 
hepatitis  are  being  studied,  with  the  primary 
effort  directed  toward  the  isolation  of  the 
causative  virus,  employing  tissue  culture  tech¬ 
niques.  Clinical  studies  are  directed  toward 
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differentiation  of  infectious  hepatitis  and 
homologous  serum  jaundice  and  long  term 
studies  of  liver  function. 

Trichinosis. — Patients  with  a  febrile  illness, 
muscular  pain,  and  eosinophilia  and  a  history 
of  ingestion  of  pork  are  studied  in  an  evalua¬ 
tion  of  the  flocculation  test  in  the  diagnosis 
of  trichinosis.  This  project  also  seeks  to 
determine  whether  unrecognized  low  grade 
trichinosis  is  a  clinical  problem  and  to  study 
the  immunological  responses  in  these  patients. 

Amebiasis. — A  long-term  clinical  and  lab¬ 
oratory  study  of  amebiasis  (due  to  E.  his¬ 
tolytica)  employs  patients  with  demonstrable 
organisms  in  the  stool  or  with  a  high  com¬ 
plement  fixation  titer.  Patients  with  nega¬ 
tive  stools  and  complement  fixation  titers  but 
presenting  liver  or  lung  disease  and  a  past 
history  of  amebiasis  may  also  be  accepted. 

Filariasis,  Schistosomiasis. — Studies  on  these 
diseases  are  directed  toward  evaluation  and 
improvement  of  methods  of  diagnosis,  ex¬ 
haustive  clinical  studies  to  determine  the 
sequelae,  study  of  immunological  responses, 
and  use  of  immunological  methods  in  diag¬ 
nosis  and  experimental  therapy  of  the  dis¬ 
eases.  Any  patient  with  proved  schistoso¬ 
miasis  or  filariasis  will  be  accepted. 

Sarcoidosis. — Sarcoidosis  is  being  studied  in 
an  attempt  to  isolate  possible  causative  agents 
and  to  produce  the  disease  in  previously  un¬ 
tried  experimental  animals.  Diagnostic  cri¬ 
teria  and  clinical  definition  of  the  disease  are 
greatly  needed.  Family  epidemiology  of  pa¬ 
tients  is  being  pursued  to  possibly  uncover 
common  associations.  Patients  accepted  are 
those  with  granulomatous  disease,  proved  by 
biopsy,  whose  tuberculin  skin  test  is  negative; 
any  patient  not  proved  by  biopsy,  who  is  tu¬ 
berculin  skin  test  negative  and  has  a  pulmo¬ 
nary  X-ray  picture  or  an  inflammatory  eye 
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lesion  consistent  with  the  diagnosis  of  sar¬ 
coidosis. 

Leptospirosis. — Studies  are  directed  toward 
evaluation  and  improvement  of  methods  of 
diagnosis  and  therapy,  and  toward  determin¬ 
ing  the  clinical  course  and  complications  and 
sequelae  due  to  the  more  recently  recognized 
species  of  Leptospira,  in  particular  L.  pomona. 
Patients  are  admitted  with  Leptospira  demon¬ 
strable  in  the  blood  or  urine  or  in  whom  the 
agglutination  lysis  test  is  positive.  Patients 
developing  jaundice  during  epidemics  or 
following  association  with  animals  fall  within 
this  study. 

Encephalitis. — Patients  with  presumed  viral 
encephalitis  are  studied  to  develop  methods 
of  diagnosis  of  this  group  of  diseases,  to 
define  the  clinical  entities  due  to  known  and 
unknown  agents,  and  to  determine  the  se¬ 
quelae  of  these  diseases.  Immunological 
methods  are  used  in  an  attempt  to  understand 
the  mechanism  of  encephalitis  occurring  after 
or  late  in  the  course  of  any  infectious  disease. 

Mumps. — Adult  males  with  clinically  diag¬ 
nosed  mumps  are  admitted  from  time  to  time 
in  a  study  designed  to  evaluate  immunological 
responses,  the  usefulness  of  the  skin  test  in 
measuring  immunity  to  this  disease,  the  phys¬ 
iological  responses  accompanying  the  disease, 
and  means  of  preventing  complications. 

Tularemia. — Tularemia  is  being  studied  to 
determine  whether  or  not  long  term  sequelae 
(in  particular,  liver  dysfunction)  will  super¬ 
vene  in  this  disease  as  it  does  in  brucellosis. 
Also,  whether  or  not  there  is  a  disease  entity 
of  chronic  tularemia  comparable  to  chronic 
brucellosis.  Admission  criteria  include  a 
clinical  diagnosis  of  tularemia  following  ex¬ 
posure  to  rabbits  or  patients  with  a  febrile 
disease  and  an  agglutination  titer  against 
Pasteurella  tularensis  of  1/160,  or  higher,  or 
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a  known  past  history  of  tularemia  followed 
by  continued  ill  health. 

Allergy-Immunology. — Patients  are  admitted 
occasionally  for  study  in  conjunction  with  our 
basic  laboratories  on  problems  of  allergic  and 
immune  response,  employing  the  techniques 
of  electrophoresis,  Coomb’s  antibody  tech¬ 
nique,  response  to  different  antigenic  mate¬ 
rials.  Patients  may  have  classical  or  atypical 
asthma,  periarteritis  nodosa,  lupus  erythema- 
tosis,  Loeffler’s  syndrome,  etc. 

Enteric  Diseases. — Interests  in  enteric  dis¬ 
eases  are  several:  To  determine  whether  or 
not  some  of  the  very  common  Salmonellas, 
and  specifically  S.  pullorum,  may  be  respon¬ 
sible  for  undiagnosed  enteric  diseases  in  chil¬ 
dren,  because  of  the  difficulty  experienced  in 
demonstrating  such  organisms  in  the  stool; 
to  use  tissue  culture  and  other  techniques  for 
isolation  of  possible  enteric  viruses  during 
epidemics  of  undiagnosed  enteric  disease; 
and  to  study  Salmonella  carrier  states  from  the 
standpoint  of  host-parasite  relationship,  site 
of  persistence,  immunology,  insidious  disease, 
and  therapy.  Much  of  this  work  is  being  done 
on  selected  groups  in  other  clinics  or  hospi¬ 
tals.  For  admission  to  the  Clinical  Center,  a 
Salmonella  carrier  state  which  has  persisted 
for  6  months  or  more  should  be  demonstrated. 

Toxoplasmosis. — Patients  are  studied  to  de¬ 
termine  the  importance  of  this  disease,  the 
specificity  of  diagnostic  tests,  and  to  define 
further  the  clinical  entity.  Acceptable  pa¬ 
tients  are  those  with  fever  and  a  known  expo¬ 
sure  to  Toxoplasma ;  any  ill  patient  with  a  sig¬ 
nificantly  positive  complement  fixation  or 
Sabin  dye  test  titer;  or  any  systemically  well 
patient  with  an  inflammatory  eye  lesion  and 
positive  serological  test  for  toxoplasmosis. 

Ascariasis. — Patients  infested  with  ascaris 
and  other  nematodes  are  being  studied  to 
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determine  whether  ascariasis  alone  may  pro¬ 
duce  chronic  and  recurrent  pneumonitis  and 
chronic  hepatomegaly.  Hepatic  function  and 
intestinal  digestive  function  and  absorption 
also  are  studied.  The  possible  relationship 
of  nematode  infestation  with  Loeffler’s  syn¬ 
drome  is  being  explored. 

Q  Fever. — Patients  with  a  known  history  ol 
Q  fever  and  subsequent  chronic  or  recurrent 
illness  are  being  studied.  Objectives  are  to 
determine  whether  or  not  their  symptoms  may 
be  due  to  chronic  active  infestation  with 
Coxiella  burnettii  and  also  to  determine  the 
permanent  organic  sequelae  in  this  disease. 
Besides  strictly  clinical  studies,  extensive  ef¬ 
fort  is  being  made  to  recover  C.  burnettii  from 
these  patients. 

Infectious  mononucleosis. — Patients  with  infec¬ 
tious  mononucleosis  are  being  studied.  At¬ 
tempts  are  being  made  to  isolate  the  agent  in 
numerous  kinds  of  tissue  culture  and  by  estab¬ 
lishing  the  patient’s  own  tissues  in  culture. 
Clinical  studies  are  directed  toward  defining 
the  attributes  of  this  disease,  which  is  notori¬ 
ously  difficult  to  recognize  clinically.  Clinical 
studies  will  follow  the  course  of  liver  function 
tests  with  long  term  evaluation  of  the  effect 
of  this  disease  on  the  liver. 


National  Institute  of  Neurological 
Diseases  and  Blindness 


Cerebral  Palsy. — Through  a  study  of  motor 
response  to  selective  electrical  stimulation  of 
the  incised  cerebral  peduncle,  knowledge  is 
sought  concerning  the  pathways  or  tracts  of 
involuntary  movements.  Patients  limited  to 
those  with  severe  nonprogressive  involuntary 
movements. 
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Myasthenia  Gravis,  Muscular  Dystrophy,  Myo¬ 
tonia. — A  broad  series  of  studies  in  neuro¬ 
muscular  disease  involving  diagnosis,  therapy, 
pathology,  pharmacology,  alterations  of  acto- 
mysin,  ionic  exchange,  significance  of  pento¬ 
suria,  etc.  Patients  should  be  over  age  14  as 
biopsies  must  be  done  under  nerve  block. 

Multiple  Sclerosis. — By  means  of  comparative 
electrophoretic  analyses  of  cerebrospinal  fluid 
the  diagnostic  and  prognostic  value  of  sub¬ 
stances  such  as  gamma  globulin  in  demyelinat- 
ing  diseases  is  being  studied,  participants  are 
principally  outpatient. 

Amyotrophic  Lateral  Sclerosis.— Intensive  clin¬ 
ical  studies  are  being  made  on  a  few  individ¬ 
uals  with  this  and  related  neuromuscular 
disease,  including  symptoms  ascribed  to  near¬ 
total  gastrectomy.  Comprehensive  genetic, 
epidemiological,  and  biostatistical  investi¬ 
gations  are  also  in  progress. 

Epilepsy. — Various  aspects  of  temporal  lobe 
epilepsy,  together  with  fundamental  study  of 
the  brain  per  se,  are  involved  in  a  series  of 
integrated  studies  employing  chemothera¬ 
peutic,  surgical,  psychological,  biochemical, 
neurological,  and  electrical  procedures.  The 
majority  of  epilepsy  patients  are  candidates  for 
surgery  and  must  be  over  age  14,  able  to  with¬ 
stand  prolonged  stimulation  procedures  under 
local  anesthesia,  and  meeting  the  criteria  of  a 
combined  conference  of  neurosurgeons,  neu¬ 
rologists,  and  electroencephalographers. 

Uveitis. — The  pathogenesis  of  granuloma¬ 
tous  uveitis  is  being  investigated,  involving 
complete  ophthalmic  and  physical  examina¬ 
tions,  skin  and  serologic  tests,  and  attempts  to 
isolate  toxoplasma  from  the  aqueous  humor  in 
active  cases.  Patients  are  principally  out¬ 
patient. 

Cataracts. — Chemical  and  physical  changes 
in  senile  cataracts  are  measured  and  analyzed 
following  intracapsular  extraction. 
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Glaucoma. — Tonographic  and  oscillometric 
techniques  are  employed  in  an  investigation  of 
environmental  factors  and  physiologic  altera¬ 
tions. 

Strabismus. — The  effects  of  sensory  training 
by  accepted  orthoptic  techniques  on  various 
types  of  strabismus  in  children,  before  and 
after  corrective  surgery,  is  under  investigation. 

National  Institute  of 
Mental  Health 


Studies  of  Adults. — A  small  series  of  highly 
selected,  intensively  studied  adult  patients  with 
schizophrenia  and  other  disorders  are  em¬ 
ployed  in  a  complex  of  independent  and 
related  investigations.  Among  the  topics 
studied  are:  clinical  and  experimental  deper¬ 
sonalization;  relation  of  psychological  prob¬ 
lems  of  parent  to  illness  of  child;  biochemical 
studies;  studies  of  social  structure;  psychiatric 
nursing  techniques  as  a  function  of  therapy; 
communication  of  anxiety  between  therapist 
and  patient;  retention  of  emotionally  charged 
and  neutral  material;  analysis  of  psychotherapy 
from  point  of  view  of  "learning  theory;” 
study  of  psychiatric  interviews  with  linguistic 
techniques. 

Studies  of  Children. — Several  related  studies 
are  being  pursued  in  groups  of  disturbed 
children  whose  principal  characteristic 
is  severe  aggressiveness.  Therapeutic  tech¬ 
niques,  factors  involved  in  rage  and  its  expres¬ 
sion,  staff  and  patient  attitudes  and  conflicts, 
influence  of  setting  and  living  program,  are 
some  of  the  aspects  being  investigated. 

Psychosomatic  Studies. — Studies  are  in  prog¬ 
ress  involving  comprehensive  investigation  of 
interrelations  between  metabolic  and  hemo¬ 
dynamic  alterations  and  psychological  stress 
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in  selected  patients  with  diabetes  mellitus, 
cardiovascular  disease,  and  other  related 
disorders. 


National  Institute  of 
Dental  Research 

DENTAL  MEDICINE  STUDIES 

Oral  Leukoplakia. — Patients  with  leuko¬ 
plakia  or  questionable  leukoplakia  of  the  oral 
cavity,  particularly  in  association  with  dental 
prostheses  are  being  followed  on  an  outpatient 
basis  to  determine  the  relationships  of  such 
lesions  with  dental  prostheses.  Biopsies  and 
extensive  oral  surgical  procedures  are  in¬ 
cluded.  Referrals  are  made  to  the  National 
Cancer  Institute  where  indicated.  Occasional 
patients  are  hospitalized  for  more  extensive 
surgical  procedures  in  cooperation  with  the 
National  Cancer  Institute. 

Chronic  Stomatitis. — A  program  of  evaluation 
and  treatment  of  chronic  stomatitis  has  been 
initiated,  and  local  physicians  and  dentists  are 
invited  to  refer  cases  of  this  type  to  the  Dental 
Clinic  where  evaluation  studies  will  be  made 
and  a  course  of  treatment  outlined.  Particular 
interest  is  directed  at  cases  of  long  standing 
stomatitis  in  individuals  with  or  without  dental 
prosthesis  or  who  have  been  unable  to  wear 
prosthesis  because  of  chronic  sore  mouths. 
Evaluation  of  the  nutritional  background  and 
an  unusual  therapeutic  approach  to  such  cases 
has  already  produced  a  number  of  excellent 
responses.  Cases  in  this  category  include 
long  standing  gingivitis,  gingivo-stomatitis, 
post  menopausal  stomatitis,  desquamative 
stomatitis  and  the  like.  This  is  not  a  study  of 
specific  infectious  or  acute  oral  conditions. 

Temporomandibular  Joint  Syndrome. — Pa¬ 
tients  with  questionable  or  a  positive  diag- 
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nosis  of  temporomandibular  joint  syndrome 
are  evaluated  and  treated,  as  outpatients,  with 
emphasis  on  occlusal  adjustments  for  the  relief 
of  this  condition.  Neurological  and  oral 
surgery  procedures  are  a  part  of  the  study. 

Unusual  Increased  Bone  Densities. — As  a 
result  of  extensive  epidemiological  field 
studies,  interest  is  manifest  in  cases  of  in¬ 
creased  bone  density  or  coarsened  trabecula- 
tion  on  radiological  examination.  Diagnostic 
problems,  or  cases  of  unassociated  etiology 
are  of  particular  interest.  A  series  of  such 
cases  is  being  compiled  for  comparison  with 
epidemiological  studies  of  normal  groups. 
Patients  of  this  series  are  seen  as  outpatients 
and  are  referred  to  the  Department  of  Radiol¬ 
ogy  for  bone  surveys.  Complete  medical  and 
dental  evaluation  is  made,  and  nutritional  and 
residence  history  taken. 

Cranial  Growth  and  Development  in  Chil¬ 
dren. — Studies  on  the  growth  and  development 
of  the  head  in  young  children  are  being  con¬ 
ducted  on  an  outpatient  basis.  It  is  desirable 
that  a  series  of  such  cases  be  referred  for 
evaluation,  including  congenital  and  acquired 
anomalies  (including  traumatic)  in  young 
children.  Particular  interest  is  directed  to 
infants  with  progeria,  cleft  lip  and  cleft  palate, 
cranial  stenosis,  Treacher-Collins  syndrome; 
rheumatoid  arthritis  of  the  temporomandibu¬ 
lar  joint,  and  other  cases  of  abnormal  cranial 
growth  patterns.  Studies  include  evaluation 
on  a  medical-dental  basis.  At  a  future  date 
when  electromyographic  equipment  becomes 
available,  the  studies  will  include  analyses  of 
the  muscles  of  mastication  and  of  facial  expres¬ 
sion.  The  electromyographic  investigations  < 
will  be  concerned  with  the  pattern  of  activity 
in  normal  and  pathologic  conditions. 

Neuromuscular  Disorders  Affecting  Cranial 
Nerves  V,  VII,  IX,  X,  and  XII. — Cases  are 


22 


evaluated  with  emphasis  mainly  directed  to 
etiology,  prognosis,  management,  and  sug¬ 
gested  rehabilitation  measures  rather  than  on 
therapy.  Particular  interest  exists  in  neuro¬ 
muscular  disorders  affecting  the  muscles  of 
mastication  and  facial  expression.  Where 
indicated,  referrals  are  made  for  surgical  pro¬ 
cedures.  Included  in  these  studies  are  cases 
with  residuals  of  bulbar  poliomyelitis  involv¬ 
ing  the  V,  VII,  and  XII  cranial  nerves. 

Periodontal  Disease. — Two  different  methods 
of  treatment,  curettage  versus  gingivectomy, 
are  being  evaluated  in  cases  of  early  perio¬ 
dontal  disease  in  young  or  middle  aged  out¬ 
patients.  Patients  are  given  complete  medical 
and  dental  evaluation  prior  to  determining 
underlying  causes  which  may  contribute  to  the 
existence  of  periodontal  disease. 

Cysts. — A  clinical  study  of  cysts  of  the 
mandible  and  maxilla  which  includes  all  types 
of  cysts  both  odontogenic  (primordial,  follic¬ 
ular,  dentigerous,  periodontal)  and  non¬ 
odontogenic  (median,  globulomaxillary,  naso¬ 
palatine).  The  only  exclusion  in  this  study 
series  is  the  ameloblastoma,  which  presents 
special  problems  and  may  be  investigated  at  a 
later  time. 

The  study  is  an  attempt  to  shed  light  on  such 
problems  as  etiology;  predilection  for  certain 
areas;  why  only  a  small  percentage  of  residual 
granulomas  develop  cysts;  percentage  of  cysts 
that  are  foci  of  infection,  etc.  An  important 
part  of  the  study  is  treatment  evaluation,  such 
as  open  vs.  closed  methods. 

Dental  Anesthesia. — Baseline  data  is  being 
accumulated  on  patients  undergoing  oral 
surgical  procedures  under  general  anesthesia, 
particularly  intravenous  agents.  Alterations 
of  the  blood  pressure,  pulse  rate,  and  other 
physiological  changes  of  interest  are  recorded 
as  well  as  such  important  information  as  depth 
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of  anesthesia,  length  of  surgical  procedure, 
duration  of  sleep,  amount  of  drug  used,  post¬ 
operative  sequela,  etc.  Included  in  this  study 
are  all  types  of  oral  surgery  and  exodonttc 
procedures. 
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The  Clinical  Center  of  the  National  Institutes 
of  Health  at  Bethesda,  Md.,  is  accepting  a 
limited  number  of  patients  each  month  for  study  ' 
and  therapy.  Studies  to  which  patients  are 
currently  being  admitted  (spring-summer,  1955) 
are  described  briefly. 

The  National  Institutes  of  Health  is  the  research 
arm  of  the  Public  Health  Service  and  is  com¬ 
posed  of  seven  Institutes  concerned  specifically 
with  basic  laboratory  investigations  and  research 
in  the  fields  of  cancer,  cardiovascular  disease, 
mental  health,  neurological  diseases  and  blind¬ 
ness,  arthritis  and  metabolic  diseases,  micro¬ 
biology,  and  dental  health.  The  Clinical  Center 
is  a  modern  facility  shared  by  all  Institutes  for 
combined  laboratory  and  clinical  study  pro¬ 
grams.  The  patient  care  area  is  comparable  in 
staff  and  equipment  to  any  good  general 
hospital,  with  special  provisions  for  the  comfort 
and  welfare  of  chronic  disease  patients 

The  cooperation  and  assistance  of  physicians 
in  private  practice  and  those  associated  with 
hospitals  and  clinics  is  essential  in  the  proper 
selection  of  patients  to  participate  in  these 
studies.  Patients  should  be  referred,  and  will  be 
admitted  on  the  basis  of  a  diagnosis  which  meets 
the  requiremenls  for  particular  studies. 

The  referring  physician  is  kept  fully  informed 
of  the  treatment  and  progress  of  his  patients  and 
is  welcomed  if  he  wishes  to  visit  them.  Coopera¬ 
tion  is  sought  for  the  extended  period  of  followup 
observation  which  will  usually  be  maintained 
after  patients  have  been  returned  to  the  care  of 
their  own  physicians. 
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PROCEDURE  FOR  REFERRAL  V  V  c 
OF  PATIENTS  /  *  5 

1.  Application  for  admission  oi  a  patient 
should  be  made  by  his  physician  to  the  Clinical 
Director  of  the  Institute  concerned  (see  list  on 
page  4).  If  it  is  not  clear  which  Institute  has  the 
predominant  interest,  the  application  may  be  sent 
to  the  Director  of  the  Clinical  Center,  who  will 
refer  it  to  the  proper  Institute. 

2.  An  interview  or  correspondence  in  some 
detail  between  the  staff  of  the  Institute  and  the 
referring  physician  may  be  advisable  concerning 
the  study  program  in  which  the  patient  will 
participate,  the  complete  diagnosis,  and  other 
facts  affecting  the  admission  suitability  of  the 
patient. 

3.  It  will  often  be  desirable  for  prospective 
patients  also  to  be  interviewed  and  examined  by 
the  Clinical  Center  physician  to  whom,  or  to 
whose  Institute,  the  patient  has  been  referred. 

4.  The  Social  Service  Department  of  the 
Clinical  Center,  if  necessary,  will  assist  pro¬ 
spective  patients  with  personal  problems  occa¬ 
sioned  by  their  admission  into  the  Center.  The 
resources  available  to  this  department  will  not, 
however,  permit  financial  assistance  to  individuals 
and  their  families. 


ELIGIBILITY  REQUIREMENTS 


1.  The  specific  disease  or  other  condition  for 
O  which  a  patient  is  admitted  to  the  Center  must  be 
under  active  investigation  by  National  Institutes 
of  Health  physicians  at  the  time  of  admission. 


2.  There  are  no  citizenship  requirements  for 
admission,  and  no  restrictions  based  on  race, 
■*  creed,  or  color.  Considerations  which  may  vary 
with  different  studies  are  age,  weight,  sex, 
general  health,  and  potential  for  concurrent 
studies.  Possibilities  for  long  term  inpatient 


status  or  extended  followup  observation,  or  both, 
will  frequently  be  important  criteria. 

3.  While  patients  are  drawn  largely  from  the 
eastern  seaboard,  full  consideration  is  given  to 
persons  living  in  other  parts  of  the  country  who 
meet  clinical  investigation  requirements. 

4.  The  competent  patient  must  have  a  reason¬ 
able  understanding  of  his  role  in  a  research  study 
and  be  willing  to  participate. 

5.  Th  e  selection  of  non-competent  patients 
(for  psychiatric  studies)  because  of  special  pro¬ 
cedures  involved,  is  limited  almost  entirely!  at 
present  to  those  individuals  already  a  part  of  the 
patient  population  of  a  mental  hospital  author¬ 
ized  to  receive  committed  patients. 


CLINICAL  STUDIES  (SPRING  AND 
SUMMER,  1955) 

The  principal  study  projects  for  which  patients 
will  be  admitted  during  the  current  period, 
together  with  some  of  the  more  important 
diagnostic  or  other  criteria,  are  described  briefly 
in  the  following  pages. 

This  listing  is  revised  and  reissued  twice  yearly. 
On  request,  hospitals,  clinics,  medical  schools, 
medical  societies,  medical  journals,  and  indi¬ 
vidual  physicians  will  be  placed  on  a  mailing  list 
to  receive  these  as  issued. 
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THE  CLINICAL  DIRECTORS: 


National  Cancer  Institute, 

Charles  Z.  Zubrod,  M.  D.,  Chief,  General  Medicine 

National  Heart  Institute, 

Robert  W.  Berliner,  M.  D.,  Associate  Director  in 
Charge  of  Research  Branch 

National  Institute  of  Arthritis  and  Metabolic  Diseases, 
Joseph  J.  Bunim,  M.  D.,  Chief  of  Clinical  Investigations 

National  Microbiological  Institute, 

Norman  B.  McCullough,  M.  D.#  Chief,  Laboratory  of 
Clinical  Investigations 

National  Institute  of  Neurological  Diseases  and  Blindness, 
Milton  G.  Shy,  M.  D.,  Clinical  Director 

National  Institute  of  Mental  Health, 

Robert  A.  Cohen,  M.  D.,  Director  of  Clinical  Investi¬ 
gations 

National  Institute  of  Dental  Research, 

Samuel  Pruzansky,  D.  D.  S.,  Act.  Chief,  Clinical  Inves¬ 
tigations  Branch 
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National  Cancer  Institute 


Leukemia  and  Allied  Diseases. — Acute  leuke¬ 
mia  is  under  intensive  study.  The  purposes  of 
the  study  are:  Improvement  in  chemotherapy 
with  emphasis  on  amethopterin  and  6-Mer- 
captopurine;  the  trial  of  new  and  more  active 
antileukemic  agents;  improved  methods  in 
studying  and  managing  infections  and  platelet 
deficiency.  All  patients  with  acute  leukemia  of 
any  type  are  of  interest  for  this  study,  without 
restriction  as  to  age.  Selected  patients  with 
chronic  leukemia,  multiple  myeloma,  lym¬ 
phosarcoma,  and  Hodgkin’s  disease  are  ad¬ 
mitted  for  study  of  metabolic  changes  and  for 
treatment. 

Chemotherapy  of  Solid  Tumors. — The  search 
continues  for  a  chemical  agent  which  will 
cause  regression  of  carcinomas  and  other  solid 
tumors.  For  the  evaluation  of  new  antitumor 
agents  there  is  a  need  for  large  numbers  of 
patients  with  metastatic  spread.  Patients  with 
skin  metastases  are  especially  needed,  as  their 
tumors  can  be  followed  most  accurately. 
Patients  with  pulmonary,  bone,  and  other 
measurable  metastases  are  also  of  interest  in 
the  evaluation  of  chemotherapeutic  agents. 
The  tumors  of  childhood  are  of  equal  interest 
to  those  of  the  adult. 

Leukoplakia  and  Leukoderma. — Patients  with 
leukoplakia  and  leukoderma  of  the  oral  mu¬ 
cosa  are  observed  for  long  periods  to  obtain 
information  on  the  relationship  of  these  con¬ 
ditions  to  cancer  of  the  oral  cavity.  Studies 
include  evaluation  of  incidence,  etiology,  his¬ 
topathologic  character,  and  therapeutic  re¬ 
sponse.  Patients  are  admitted  to  the  Clinical 
Center  for  a  few  days  of  intensive  study  and 
thereafter  are  followed  for  a  long  time  as  out¬ 
patients. 

Tumor  Cells  in  Operative  Wounds. — An  at¬ 
tempt  is  being  made  to  determine  why  local 
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recurrence  following  definitive  surgery  for 
cancer  is  so  frequent.  Patients  being  studied 
are  those  with  primary  cancer  of  the  head, 
neck,  and  breast  who  have  developed  metas- 
tases  to  regional  lymph  nodes;  many  of  these 
are  considered  of  borderline  operability. 
After  definitive  surgery  the  wound  is  washed 
prior  to  closing  and  the  sediment  is  exam¬ 
ined  to  determine  the  number  of  tumor  cells 
present. 

Extensive  Surgery  in  Advanced  Cancer  of  the 
Head,  Neck,  and  Uterus.— Surgical  procedures 
more  extensive  than  those  usually  employed 
in  most  hospitals  are  being  evaluated  in  the 
control  and  palliation  of  advanced  cancer. 
Conditions  being  studied  include  primary  and 
recurrent  cancers  of  the  head  and  neck  and  of 
the  corpus  and  cervix  uteri.  Uterine  carci¬ 
nomas  studied  largely  follow  the  League  of 
Nations  Classifications  III  and  IV,  in  which 
radiation  generally  is  unsuccessful.  Local 
chemotherapy  is  being  studied  in  conjunction 
with  surgery  of  certain  head  and  neck  lesions. 

Primary  Operable  Cancers. — At  intervals  a 
few  patients  with  operable  primary  malignant 
lesions  are  admitted  for  histologic,  biochem¬ 
ical,  and  other  research  studies. 

Acne  Vulgaris. — Patients  with  severe  acne, 
admitted  as  outpatients,  are  being  studied  to 
evaluate  certain  therapeutic  agents.  Therapy 
is  guided  by  chemical  analysis  of  keratin  found 
in  acne  plugs  and  a  comparison  of  such  keratin 
with  normal  keratin. 

Endo crino logic  and  Aietabolic  Aspects  of 
Cancer  of  the  Breast. — Women  and  men  with 
mammary  cancer  that  cannot  be  treated  by 
definitive  means  are  being  treated  with  mas¬ 
sive  doses  of  steroid  hormones.  New  meth¬ 
ods  of  hormone  therapy  for  palliation  are 
being  sought,  and  detailed  analyses  of  en- 
docrinologic  and  metabolic  factors  operating 
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in  relation  to  the  course  of  cancer  of  the  breast 
are  being  studied. 

Massive  Estrogen  Therapy  in  Prostatic  Can - 
cer. — Men  with  prostatic  cancer  preferably 
not  previously  treated  are  being  studied  in  a 
clinical  evaluation  of  massive  intravenous 
estrogen  therapy.  The  mechanism  of  eleva¬ 
tion  of  serum  acid  phosphatase  is  also  being 
studied. 

Hormonal  Therapy  of  Cancer  of  Uterine 
Cervix. — Patients  with  cancer  of  the  uterine 
cervix,  not  suitable  for  definitive  therapy,  are 
being  studied  to  learn  whether  steroid  ther¬ 
apy,  particularly  estrogen  or  progesterone, 
has  any  beneficial  effect. 

Hormone-Producing  Tumors. — Patients  with 
hormone-producing  tumors  of  the  pituitary, 
adrenal,  ovary,  testis,  parathyroid,  and  chorion 
are  being  studied.  Syndromes  are  character¬ 
ized  completely,  both  in  endocrinologic  and 
metabolic  terms  before  and  after  therapy. 
Tissue  from  such  tumors  is  grown  in  vitro  and 
the  supernatant  fluid  is  tested  for  hormonal 
activity  by  bioassay. 

Cancer  of  Larynx  in  Females. — Because  can¬ 
cer  of  the  larynx  is  relatively  rare  in  females, 
endocrinological  characteristics  of  women 
with  this  disease  are  being  studied.  The  pur¬ 
pose  is  to  assess  the  role  of  endocrine  factors 
in  relation  to  carcinoma  of  the  larynx. 

Neural  Factors  in  Thyroid  Disease. — Patients 
with  simple  goiter  or  solitary  nodules  of  the 
thyroid  are  being  studied  with  respect  to  phy¬ 
siological  and  clinical  analysis  of  thyroid 
function  and  thyroid  disease  with  emphasis 
on  neural  factors.  A  study  is  being  made  of 
simple  goiter  to  ascertain  whether  a  block  in 
the  normal  biosynthetic  chain  of  thyroid  hor¬ 
mone  synthesis  has  occurred,  and  to  correlate 
the  metabolism  of  radioiodine,  histologic 
characteristics,  and  response  to  exogenous 
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thyroid  therapy  of  single  nodules  in  the  thy¬ 
roid.  Tracer  doses  of  I131  are  administered, 
and  thyroid  nodules  are  biopsied  before  and 
after  treatment  with  thyroid. 

Analysis  of  Abnormalities  of  Somatic  Growth. — 
Detailed  endocrine  and  metabolic  analysis  is 
being  done  on  patients  presenting  abnormali¬ 
ties  of  somatic  growth  and  development,  par¬ 
ticularly  in  such  hormone-dependent  tissues 
as  the  genital  tract.  Patients  with  ovarian 
agenesis,  adrenogenital  syndrome,  gigantism, 
dwarfism,  and  hermaphroditism  are  espe¬ 
cially  required. 
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National  Heart  Institute 

Cardiodynamics. — Ventricular  ejection  char¬ 
acteristics  are  studied  by  electrokymograph, 
carotid  pulses,  electrocardiogram,  and  similar 
methods.  Patients  having  (a)  pulses  alter- 
nans,  (b)  auricular  fibrillation,  (c)  orthostatic 
hypotension  who  have  not  previously  received 
digitalis  or  similar  medication  are  preferred. 
Patients  with  predominant  mitral  insufficiency 
and  giant  left  atrium  are  being  studied. 

Cardio-respiratory  Physiology. — Detailed  car- 
dio-pulmonary  study  of  carefully  selected 
patients  with  serious  pulmonary  disease  re¬ 
sulting  from  emphysema,  spinal  deformities, 
pleural  effusion,  etc.  When  secondary  poly¬ 
cythemia  is  present,  these  studies  are  repeated 
as  the  red  blood  cell  mass  is  restored  to  normal 
value.  Patients  with  primary  pulmonary  vas¬ 
cular  disease  are  of  special  interest. 

Adrenocortical  Steroids  and  Ldema. — Exami¬ 
nation  of  fractionated  urine  extracts  from 
patients  (preferably  adults)  with  edema,  due 
to  cardiac  failure,  nephrosis,  or  other  causes, 
or  cirrhosis  with  ascites.  Studies  of  the 
excretion  of  salt-retaining  steroids  by  normal 
subjects  undergoing  various  experimental 
alterations  of  hemodynamics  and  fluid  volume. 

Studies  on  the  Metabolism  oj  New  Synthetic 
Steroids. — Studies  on  the  metabolic  changes 
induced  in  man  by  new  synthetic  steroids. 
These  are  generally  steroids  similar  to  those 
of  known  action  but  with  a  single  or  double 
structural  change  introduced.  Such  studies 
are  expected  to  cast  light  on  the  mechanism  by 
which  steroids  bring  about  metabolic  changes. 
The  studies  in  man  are  instituted  after  animal 
studies  have  indicated  that  such  procedure  is 
completely  safe. 

Lipid  Transport  Dejects  with  Relationship  to 
Atherosclerosis. — An  investigation  of  abnormal 
lipoprotein  patterns  with  respect  to  absorp¬ 
tion,  transport,  and  utilization  of  lipids.  The 
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effects  of  diet,  heparin,  and  various  pharma¬ 
cological  agents  on  the  levels  of  serum  lipids 
is  being  examined.  Diagnostic  requirements 
include  hypercholesterolemia  or  hyperlip¬ 
emia,  either  with  or  without  clinical  evidence 
of  atherosclerosis. 

Surgical  Treatment  of  Congenital  and 
Acquired  Heart  Disease. — New  surgical 
methods  are  being  developed  for  the  treatment 
of  central  and  peripheral  vascular  disease, 
particularly  mitral  valvular  disease,  either 
stenosis  or  regurgitation.  Methods  for  quan¬ 
titative  assessment  of  degree  of  stenosis  or 
regurgitation  present  and  a  new  operative 
technique  for  correction  of  regurgitation  are 
being  used.  In  addition,  direct  left  auricular 
pressure  measurements  are  being  made  in 
patients  with  many  diverse  types  of  heart 
disease  by  a  new  trans-bronchial  method. 
Methods  are  being  developed  for  the  evalua¬ 
tion  and  treatment  of  congenital  cardiac 
lesions.  Children  and  adults  suspected  of  hav¬ 
ing  interatrial  or  interventricular  communica¬ 
tions  are  particularly  desired.  The  program 
in  replacement  of  vascular  segments  makes  pos¬ 
sible  the  admission  of  adults  with  obliterative 
disease  of  the  aorta  and  its  larger  branches. 

Metabolism  of  the  Protein  Moiety  of  Plasma 
Lipoproteins. — With  the  aid  of  N15-labeled 
amino  acids,  the  metabolic  behaviours  of 
plasma  lipoprotein  proteins  and  their  possible 
relationship  to  one  another  is  investigated. 
Patients  with  hyperlipemia  with  and  without 
clinical  manifestations  of  atherosclerosis. 

Malignant  Carcinoid. — Every  appropriate 
clinical  and  laboratory  research  technique 
will  be  used  on  this  study  of  a  condition  which 
hitherto  has  been  considered  very  rare. 
According  to  Thorson  et  al.,1 11  more  cases  of 
malignant  carcinoid  will  be  discovered  if 
persons  with  "flush”  are  properly  investigated. 

1  For  full  description  see:  American  Heart  Journal, 
57:795  (June)  1954. 
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The  syndrome  includes  carcinoid  of  the  small 
intestine  with  metastases  to  the  liver,  valvular 
disease  of  the  right  side  of  the  heart,  sudden 
flushing  of  the  skin,  patchily  distributed  and 
changing  cyanosis,  frequent  and  watery  stools, 
"asthma,”  edema,  and  ascites.  Vaso-active 
substances  are  thought  to  be  elaborated  by  the 
carcinoids. 

Cardiac  Reserve-Stress  features  of  oxygen 
consumption,  cardiac  and  blood  lactic  acid 
production  are  studied  in  patients  with  varying 
degrees  of  cardiac  reserve  by  standard  exer¬ 
cise  test  using  a  bicycle  ergometer.  Patients 
required  are  carefully  selected  adult  males  with 
varying  types  of  cardiac  disease,  especially 
coronary  sclerosis,  with  definite  encroach¬ 
ment  on  the  cardiac  reserve  and,  in  minimal 
degrees,  congestive  heart  failure. 

Obesity  in  Heart  Disease.— Severely  obese 
individuals  with  and  without  congestive  heart 
failure  are  studied  with  particular  attention  to 
body  fluid  compartments,  renal  function,  and 
hemodynamics.  Patients  must  be  willing  to 
undergo  extensive  study  during  a  fairly  long 
period  of  hospitalization  and  weight  reduc¬ 
tion,  with  repetition  of  studies  at  a  later  date. 

Essential  Hypertension. — A  broad  investiga¬ 
tion  involving  detailed  study  of  cardiac  and 
renal  function.  Therapy  includes  use  of  the 
new  drugs  available  in  this  field.  Patients 
with  essential  hypertension,  preferably  be¬ 
tween  15  and  50  years  of  age;  must  not  have 
serious  renal  impairment  or  cerebrovascular 
involvement. 

Mechanism  of  Action  of  Diuretics. — Exami¬ 
nation  of  the  mechanism  by  which  various 
agents  promote  the  renal  excretion  of  sodium; 
assessment  of  the  value  of  the  new  diuretic 
agents  for  the  treatment  of  cardiac  failure. 
Patients  with  congestive  heart  failure,  without 
marked  impairment  of  renal  function  (blood 
urea  nitrogen  under  25,  albuminurea  2+  or 
less). 
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National  Institute  of  Arthritis 
and  Metabolic  Diseases 

Steroid  Metabolism. — The  metabolic  pool 
and  turnover  rate  of  hydrocortisone  in  man 
are  being  studied  by  a  new  technique  using 
isotopically  labeled  hydrocortisone.  Other 
aspects  of  the  metabolism  of  steroids  closely 
related  to  hydrocortisone  are  studied  by 
analysis  of  the  blood  and  urine.  The  follow¬ 
ing  types  of  patients  are  needed:  Addison  s 
disease  or  other  hypoadrenal  states,  Cushing’s 
disease,  adrenal  virilism,  myxedema,  thyro¬ 
toxicosis,  and  acute  (infectious  hepatitis)  and 
chronic  (cirrhosis)  liver  disease. 

The  Metabolic  Defect  in  Gout— The  nature 
of  the  abnormality  of  uric  acid  metabolism 
in  gout  and  other  conditions  associated  with 
hyperuricemia  is  being  studied  with  iso¬ 
topically  labeled  compounds.  Patients  with 
all  forms  of  gout  including  those  with  acute 
attacks  are  desired.  Duration  of  hospitaliza¬ 
tion  is  from  1  week  to  1  month  depending  on 
the  phase  of  the  disease. 

Mineral  Metabolism. — Elucidation  is  sought 
concerning  the  mechanisms  of  effects  of  diet, 
hormones,  and  vitamin  D  on  mineral  metab¬ 
olism.  Precise  metabolic  balance  studies 
and  periodic  renal  clearance  determinations 
are  employed.  Patients  have  osteoporosis, 
osteomalacia,  rickets,  hyperparathyroidism  or 
hypoparathyroidism  but  are  otherwise  in  good 
health  and  without  renal  disease  (except  in 
hyperparathyroidism) . 

Diseases  of  the  Blood—  Disturbances  in  hemo¬ 
globin  synthesis,  red  cell  survival,  red  cell 
production  and  iron  utilization  are  being 
studied  in  various  anemias,  such  as  sickle  cell 
anemia,  congenital  spherocytosis,  acquired 
hemolytic  anemia,  aplastic  anemia  (anemia 
of  marrow  failure)  and  pernicious  anemia. 
Investigation  is  also  being  made  of  disturb- 
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ances  in  leukocyte  metabolism,  such  as 
neutropenia. 

Nature  oj  Insulin  Resistance  in  Diabetes. — 
Studies  are  in  progress  in  an  attempt  to 
elucidate  the  mechanism  of  insulin  resistance 
in  certain  diabetics  and  during  ketosis  and 
infections.  Any  diabetic  with  a  daily  insulin 
requirement  of  300  units  or  more  regardless 
of  the  presence  or  absence  of  complications 
would  be  suitable  for  this  study. 

Thyroid  Diseases. — The  metabolism  of  thy¬ 
roid  tissue  with  respect  to  hormone  synthesis 
and  transport  is  being  studied  by  radioactive 
iodine  tracer  techniques.  The  following  cate¬ 
gories  of  patients  are  required:  1)  patients 
with  thyroid  adenoma  or  goiter  who  will 
require  surgical  thyroidectomy,  or  in  whom 
there  is  a  significant  family  history  of  goiter, 
or  who  have  an  associated  hypothyroidism, 

2)  patients  with  hyperthyroidism  who  are 
suitable  for  radioactive  iodine  treatment,  and 

3)  patients  with  suspected  thyroid  neoplasms. 
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National  Microbiological 
Institute 

Rheumatic  Fever. — Patients  with  active  rheu¬ 
matic  fever  are  being  studied  from  several 
aspects:  The  relation  of  streptococci,  and  in 
particular,  certain  fractions  of  these  organisms 
to  rheumatic  fever;  the  immunologic  responses 
occurring  in  the  patient  during  illness;  factors 
affecting  the  development  of  rheumatic  heart 
disease;  experimental  therapy. 

Acute  Glomerulonephritis. — Immunologic  re¬ 
sponses  and  the  relationships  of  streptococci 
in  acute  glomerulonephritis  are  being  studied, 
with  special  attention  to  the  clinical  aftermath 
of  the  disease. 

Streptococcal  Diseases. — In  addition  to  the 
nonsuppurative  streptococcal  conditions,  cov¬ 
ered  under  the  two  previous  headings,  host- 
parasite  relationships  are  being  studied  in  a 
limited  number  of  patients  with  acute  suppura¬ 
tive  streptococcal  disease  and  low  grade 
chronic  infection  states,  such  as  subacute  bac¬ 
terial  endocarditis.  These  studies,  biochemi¬ 
cal,  immunological  and  others,  are  being  pur¬ 
sued  to  increase  understanding  of  the  mech¬ 
anisms  whereby  streptococci  produce  disease 
and  as  a  basis  of  interpretation  of  data  obtained 
in  the  projects  on  rheumatic  fever  and  acute 
glomerulonephritis. 

Respiratory  Viral  Diseases. — Further  delinea¬ 
tion  is  sought  on  diagnostic  criteria  in  those 
respiratory  viral  diseases  of  proved  etiology, 
such  as  herpangina  and  gingivo  ulcerative 
stomatitis,  on  the  immunological  responses, 
the  persistence  and  sites  of  virus  and  the  effect 
on  tissues  in  these  diseases.  A  major  effort 
is  directed  toward  an  etiological  definition  of 
similar  syndromes  of  unknown  cause.  Viral 
isolations,  by  use  of  animals,  tissue  culture, 
etc.,  are  employed  together  with  concurrent 
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clinical  studies.  Patients  may  have  a  pharyn¬ 
gitis  of  unknown  cause  and  any  acute  or 
chronic  ulcerative  condition  of  the  mouth  or 
throat  possibly  of  viral  origin. 

Brucellosis. — This  project  is  designed  to 
further  elucidate  the  diagnostic  criteria  in 
brucellosis,  with  particular  attention  being 
paid  to  low  grade  febrile  illnesses  in  which 
the  Brucella  agglutination  titer  is  low  in  the 
presence  of  symptomatology  consistent  with 
this  diagnosis.  Clinically,  special  attention 
is  given  to  involvement  of  the  liver  in  bru¬ 
cellosis.  Patients  accepted  are  acutely  ill 
with  fever  and  have  an  agglutination  titer  of 
l/l60  or  higher,  or  the  chronically  ill  who 
run  fever,  have  symptoms  consistent  with  the 
diagnosis  of  brucellosis,  and  whose  agglutina¬ 
tion  titer  is  less  than  1/160. 

Histoplasmosis.— Diagnostic  methods,  immu¬ 
nological  response,  and  various  therapeutic 
agents  are  being  studied  in  patients  with 
culturally  proved  histoplasmosis.  Patients 
with  undiagnosed  multiple  pulmonary  lesions 
but  no  evidence  of  tuberculosis,  or  those  from 
areas  of  high  prevalence  who  are  either  chron¬ 
ically  ill  or  acutely  febrile  and  are  suspected 
of  having  histoplasmosis,  may  also  be  ad¬ 
mitted. 

Infectious  Hepatitis. — Patients  with  infectious 
hepatitis  are  being  studied,  with  the  primary 
effort  directed  toward  the  isolation  of  the 
causative  virus,  employing  tissue  culture  tech¬ 
niques.  Clinical  studies  are  directed  toward 
differentiation  of  infectious  hepatitis  and 
homologous  serum  jaundice  and  long  term 
studies  of  liver  function. 

Trichinosis. — Patients  with  a  febrile  illness, 
muscular  pain,  and  eosinophilia  and  a  history 
of  ingestion  of  pork  are  studied  in  an  evalua¬ 
tion  of  the  flocculation  test  in  the  diagnosis 
of  trichinosis.  This  project  also  seeks  to 
determine  whether  unrecognized  low  grade 
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trichinosis  is  a  clinical  problem  and  to  study 
the  immunological  responses  in  these  patients. 

Amebiasis. — A  long-term  clinical  and  lab¬ 
oratory  study  of  amebiasis  (due  to  E.  his¬ 
tolytica)  employs  patients  with  demonstrable 
organisms  in  the  stool  or  with  a  high  com¬ 
plement  fixation  titer.  Patients  with  nega¬ 
tive  stools  and  complement  fixation  titers  but 
presenting  liver  or  lung  disease  and  a  past 
history  of  amebiasis  may  also  be  accepted. 

Filariasis,  Schistosomiasis.— Studies  on  these 
diseases  are  directed  toward  evaluation  and 
improvement  of  methods  of  diagnosis,  ex¬ 
haustive  clinical  studies  to  determine  the 
sequelae,  study  of  immunological  responses, 
and  use  of  immunological  methods  in  diag¬ 
nosis  and  experimental  therapy  of  the  dis¬ 
eases.  Any  patient  with  proved  schistoso¬ 
miasis  or  filariasis  will  be  accepted. 

Sarcoidosis. — Sarcoidosis  is  being  studied  in 
an  attempt  to  isolate  possible  causative  agents 
and  to  produce  the  disease  in  previously  un¬ 
tried  experimental  animals.  Diagnostic  cri¬ 
teria  and  clinical  definition  of  tne  disease  are 
greatly  needed.  Family  epidemiology  of  pa¬ 
tients  is  being  pursued  to  possibly  uncover 
common  associations.  Patients  accepted  are 
those  with  granulomatous  disease,  proved  by 
biopsy,  whose  tuberculin  skin  test  is  negative; 
any  patient  not  proved  by  biopsy,  who  is  tu¬ 
berculin  skin  test  negative  and  has  a  pulmo¬ 
nary  X-ray  picture  or  an  inflammatory  eye 
lesion  consistent  with  the  diagnosis  of  sar¬ 
coidosis. 

Leptospirosis. — Studies  are  directed  toward 
evaluation  and  improvement  of  methods  of 
diagnosis  and  therapy,  and  toward  determin¬ 
ing  the  clinical  course  and  complications  and 
sequelae  due  to  the  more  recently  recognized 
species  of  Leptospira,  in  particular  L.  pomona. 
Patients  are  admitted  with  Leptospira  demon¬ 
strable  in  the  blood  or  urine  or  in  whom  the 
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agglutination  lysis  test  is  positive.  Patients 
developing  jaundice  during  epidemics  or 
following  association  with  animals  fall  within 
this  study. 

Encephalitis. — Patients  with  presumed  viral 
encephalitis  are  studied  to  develop  methods 
of  diagnosis  of  this  group  of  diseases,  to 
define  the  clinical  entities  due  to  known  and 
unknown  agents,  and  to  determine  the  se¬ 
quelae  of  these  diseases.  Immunological 
methods  are  used  in  an  attempt  to  understand 
the  mechanism  of  encephalitis  occurring  after 
or  late  in  the  course  of  any  infectious  disease. 

Mumps. — Adult  males  with  clinically  diag¬ 
nosed  mumps  are  admitted  from  time  to  time 
in  a  study  designed  to  evaluate  immunological 
responses,  the  usefulness  of  the  skin  test  in 
measuring  immunity  to  this  disease,  the  phys¬ 
iological  responses  accompanying  the  disease, 
and  means  of  preventing  complications. 

Tularemia . — Tularemia  is  being  studied  to 
determine  whether  or  not  long  term  sequelae 
(in  particular,  liver  dysfunction)  will  super¬ 
vene  in  this  disease  as  it  does  in  brucellosis. 
Also,  whether  or  not  there  is  a  disease  entity 
of  chronic  tularemia  comparable  to  chronic 
brucellosis.  Admission  criteria  include  a 
clinical  diagnosis  of  tularemia  following  ex¬ 
posure  to  rabbits  or  patients  with  a  febrile 
disease  and  an  agglutination  titer  against 
Pasteurella  tularensis  of  1/160,  or  higher,  or 
a  known  past  history  of  tularemia  followed 
by  continued  ill  health. 

Allergy-Immunology. — Patients  are  admitted 
occasionally  for  study  in  conjunction  with  our 
basic  laboratories  on  problems  of  allergic  and 
immune  response,  employing  the  techniques 
of  electrophoresis,  Coomb’s  antibody  tech¬ 
nique,  response  to  different  antigenic  mate¬ 
rials.  Patients  may  have  classical  or  atypical 
asthma,  periarteritis  nodosa,  lupus  erythema- 
tosis,  Loeffler’s  syndrome,  etc. 
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Enteric  Diseases. — Interests  in  enteric  dis¬ 
eases  are  several:  To  determine  whether  or 
not  some  of  the  very  common  Salmonellas, 
and  specifically  5*.  pullorum,  may  be  respon¬ 
sible  for  undiagnosed  enteric  diseases  in  chil¬ 
dren,  because  of  the  difficulty  experienced  in 
demonstrating  such  organisms  in  the  stool; 
to  use  tissue  culture  and  other  techniques  for 
isolation  of  possible  enteric  viruses  during 
epidemics  of  undiagnosed  enteric  disease; 
and  to  study  Salmonella  carrier  states  from  the 
standpoint  of  host-parasite  relationship,  site 
of  persistence,  immunology,  insidious  disease, 
and  therapy.  Much  of  this  work  is  being  done 
on  selected  groups  in  other  clinics  or  hospi¬ 
tals.  For  admission  to  the  Clinical  Center,  a 
Salmonella  carrier  state  which  has  persisted 
for  6  months  or  more  should  be  demonstrated. 

Toxoplasmosis . — Patients  are  studied  to  de¬ 
termine  the  importance  of  this  disease,  the 
specificity  of  diagnostic  tests,  and  to  define 
further  the  clinical  entity.  Acceptable  pa¬ 
tients  are  those  with  fever  and  a  known  expo¬ 
sure  to  Toxoplasma;  any  ill  patient  with  a  sig¬ 
nificantly  positive  complement  fixation  or 
Sabin  dye  test  titer;  or  any  systemically  well 
patient  with  an  inflammatory  eye  lesion  and 
positive  serological  test  for  toxoplasmosis. 

Ascariasis. — Patients  infested  with  ascaris 
and  other  nematodes  are  being  studied  to 
determine  whether  ascariasis  alone  may  pro¬ 
duce  chronic  and  recurrent  pneumonitis  and 
chronic  hepatomegaly.  Hepatic  function  and 
intestinal  digestive  function  and  absorption 
also  are  studied.  The  possible  relationship 
of  nematode  infestation  with  Loeffler’s  syn¬ 
drome  is  being  explored. 

Q  Fever. — Patients  with  a  known  history  of 
Q  fever  and  subsequent  chronic  or  recurrent 
illness  are  being  studied.  Objectives  are  to 
determine  whether  or  not  their  symptoms  may 
be  due  to  chronic  active  infestation  with 
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Coxiella  burnettii  and  also  to  determine  the 
permanent  organic  sequelae  in  this  disease. 
Besides  strictly  clinical  studies,  extensive  ef¬ 
fort  is  being  made  to  recover  C.  burnettii  from 
these  patients. 

Infectious  mononucleosis . — Patients  with  infec¬ 
tious  mononucleosis  are  being  studied.  At¬ 
tempts  are  being  made  to  isolate  the  agent  in 
numerous  kinds  of  tissue  culture  and  by  estab¬ 
lishing  the  patient’s  own  tissues  in  culture. 
Clinical  studies  are  directed  toward  defining 
the  attributes  of  this  disease,  which  is  notori¬ 
ously  difficult  to  recognize  clinically.  Clinical 
studies  will  follow  the  course  of  liver  function 
tests  with  long  term  evaluation  of  the  effect 
of  this  disease  on  the  liver. 
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National  Institute  of  Neurological 
Diseases  and  Blindness 

Cerebral  Palsy. — Through  a  study  of  motor 
response  to  selective  electrical  stimulation  of 
the  incised  cerebral  peduncle,  knowledge  is 
sought  concerning  the  pathways  or  tracts  of 
involuntary  movements.  Patients  limited  to 
those  with  severe  nonprogressive  involuntary 
movements. 

Myasthenia  Gravis,  Muscular  Dystrophy,  Myo¬ 
tonia. — A  broad  series  of  studies  in  neuro¬ 
muscular  disease  involving  diagnosis,  therapy, 
pathology,  pharmacology,  alterations  of  acto- 
mysin,  ionic  exchange,  significance  of  pento¬ 
suria,  etc.  Patients  should  be  over  age  14  as 
biopsies  must  be  done  under  nerve  block. 

Multiple  Sclerosis. — By  means  of  comparative 
electrophoretic  analyses  of  cerebrospinal  fluid 
the  diagnostic  and  prognostic  value  of  sub¬ 
stances  such  as  gamma  globulin  in  demyelinat- 
ing  diseases  is  being  studied,  participants  are 
principally  outpatient. 

Amyotrophic  Lateral  Sclerosis. — Intensive  clin¬ 
ical  studies  are  being  made  on  a  few  individ¬ 
uals  with  this  and  related  neuromuscular 
disease,  including  symptoms  ascribed  to  near¬ 
total  gastrectomy.  Comprehensive  genetic, 
epidemiological,  and  biostatistical  investi¬ 
gations  are  also  in  progress. 

Epilepsy. — Various  aspects  of  temporal  lobe 
epilepsy,  together  with  fundamental  study  of 
the  brain  per  se,  are  involved  in  a  series  of 
integrated  studies  employing  chemothera¬ 
peutic,  surgical,  psychological,  biochemical, 
neurological,  and  electrical  procedures.  The 
majority  of  epilepsy  patients  are  candidates  for 
surgery  and  must  be  over  age  14,  able  to  with¬ 
stand  prolonged  stimulation  procedures  under 
local  anesthesia,  and  meeting  the  criteria  of  a 
combined  conference  of  neurosurgeons,  neu¬ 
rologists,  and  electroencephalographers. 
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Uveitis. — The  pathogenesis  of  granuloma¬ 
tous  uveitis  is  being  investigated,  involving 
complete  ophthalmic  and  physical  examina¬ 
tions,  skin  and  serologic  tests,  and  attempts  to 
isolate  toxoplasma  from  the  aqueous  humor  in 
active  cases.  Patients  are  principally  out¬ 
patient. 

Cataracts. — Chemical  and  physical  changes 
in  senile  cataracts  are  measured  and  analyzed 
following  intracapsular  extraction. 

Glaucoma. — Tonographic  and  oscillometric 
techniques  are  employed  in  an  investigation  of 
environmental  factors  and  physiologic  altera¬ 
tions. 

Strabismus. — The  effects  of  sensory  training 
by  accepted  orthoptic  techniques  on  various 
types  of  strabismus  in  children,  before  and 
after  corrective  surgery,  is  under  investigation. 
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National  Institute  of 
Mental  Health 

Studies  of  Adults  and  Psychotherapy. — A 
limited  series  of  highly  selected  adult  patients 
with  the  more  chronic  schizophrenic  and 
other  “psychotic”  reactions  are  utilized  in¬ 
dividually  and  in  groups,  in  a  complex  of 
intensive  and  extensive  investigations.  Among 
current  studies  are  clinical  experimentally 
induced  feelings  of  depersonalization,  the 
psychotherapeutic  process  as  a  function  of  the 
therapist,  the  nurse  and  the  total  social  milieu 
of  the  patient,  studies  of  the  social  structure 
of  a  therapeutic  milieu,  studies  of  psychother¬ 
apy  viewed  as  learning  and  for  the  details  of 
the  intercommunication  process,  studies  of 
psychiatric  interviews  by  means  of  linguistic 
tools  and  biochemical  studies  related  to  mental 
health  problems.  Also,  studies  of  mother- 
child  interdependence  in  which  a  limited 
group  of  mothers  and  their  adult  children  who 
have  remained  emotionally  tied  to  each  other 
are  observed.  (At  present  this  group  includes 
only  mothers  and  daughters.)  Finally,  studies 
of  the  psychotherapeutic  process  and  other 
aspects  of  the  problems  raised  by  certain 
unique  cases  of  mental  illness  in  siblings  from 
multiple  human  births. 

Studies  of  Children  and  Child-Therapy. — 
Several  related  studies  are  being  pursued  in 
groups  of  disturbed  children  whose  principal 
characteristic  is  severe  aggressiveness.  Fac¬ 
tors  involved  in  rage  and  its  expression  as  well 
as  control  are  being  investigated,  special 
attempts  to  trace  the  disturbances  of  cognitive 
functions  and  of  learning  to  their  roots  are 
under  way.  Heavy  emphasis  is  given  to  the 
development  of  new  techniques  for  individual 
therapy  with  the  acting-out  child.  Among  the 
studies  pertaining  to  the  use  of  the  residential 
setting  and  the  development  of  a  “therapeutic 
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environment,”  are  these:  Role  and  strategy 
of  the  “life  space  interview,”  psychiatric 
implications  of  games  and  program  activities, 
the  impact  of  routine  and  adult  role  distribu¬ 
tion,  the  spotting  of  therapeutic  attitudes  and 
training  needs  in  the  residential  and  thera¬ 
peutic  staff,  the  emergence  of  more  accurate 
“social  perception”  in  the  children  under 
treatment,  indications  and  counterindications 
for  residential  therapy  in  settings  of  varying 
styles. 

Psychosomatic  Studies .■ — Studies  are  in  prog¬ 
ress  involving  comprehensive  investigation  of 
interrelations  between  metabolic  and  hemo¬ 
dynamic  alterations  and  psychological  stress 
in  selected  patients  with  diabetes  mellitus, 
cardiovascular  disease,  and  other  related 
disorders. 
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National  Institute  of 
Dental  Research 

DENTAL  MEDICINE  STUDIES 

Oral  Leukoplakia. — Patients  with  leuko¬ 
plakia  or  questionable  leukoplakia  of  the  oral 
cavity,  particularly  in  association  with  dental 
prostheses  are  being  followed  on  an  outpatient 
basis  to  determine  the  relationships  of  such 
lesions  with  dental  prostheses.  Biopsies  and 
extensive  oral  surgical  procedures  are  in¬ 
cluded.  Referrals  are  made  to  the  National 
Cancer  Institute  where  indicated.  Occasional 
patients  are  hospitalized  for  more  extensive 
surgical  procedures  in  cooperation  with  the 
National  Cancer  Institute. 

Chronic  Stomatitis. — A  program  of  evaluation 
and  treatment  of  chronic  stomatitis  has  been 
initiated,  and  local  physicians  and  dentists  are 
invited  to  refer  cases  of  this  type  to  the  Dental 
Clinic  where  evaluation  studies  will  be  made 
and  a  course  of  treatment  outlined.  Particular 
interest  is  directed  at  cases  of  long-standing 
stomatitis  in  individuals  with  or  without  dental 
prosthesis  or  who  have  been  unable  to  wear 
prostheses  because  of  chronic  sore  mouths. 
Evaluation  of  the  nutritional  background  and 
an  unusual  therapeutic  approach  to  such  cases 
has  already  produced  a  number  of  excellent 
responses.  Cases  in  this  category  include 
long  standing  gingivitis,  gingivo-stomatitis, 
post  menopausal  stomatitis,  desquamative 
stomatitis  and  the  like.  This  is  not  a  study  of 
specific  infectious  or  acute  oral  conditions. 

Temporomandibular  Joint  Syndrome. — Pa¬ 
tients  with  questionable  or  a  positive  diag¬ 
nosis  of  temporomandibular  joint  syndrome 
are  evaluated  and  treated,  as  outpatients,  with 
emphasis  on  occlusal  adjustments  for  the  relief 
of  this  condition.  Neurological  and  oral 
surgery  procedures  are  a  part  of  the  study. 
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Periodontal  Disease. — Two  different  methods 
of  treatment,  curettage  versus  gingivectomy, 
are  being  evaluated  in  cases  of  early  perio¬ 
dontal  disease  in  young  or  middle  aged  out¬ 
patients.  Patients  are  given  complete  medical 
and  dental  evaluation  prior  to  determining 
underlying  causes  which  may  contribute  to  the 
existence  of  periodontal  disease. 

Cysts. — A  clinical  study  of  cysts  of  the 
mandible  and  maxilla  which  includes  all  types 
of  cysts  both  odontogenic  (primordial,  follic¬ 
ular,  dentigerous,  periodontal)  and  non¬ 
odontogenic  (median,  globulomaxillary,  naso¬ 
palatine).  The  only  exclusion  in  this  study 
series  is  the  ameloblastoma,  which  presents 
special  problems  and  may  be  investigated  at  a 
later  time. 

The  study  is  an  attempt  to  shed  light  on  such 
problems  as  etiology;  predilection  for  certain 
areas;  why  only  a  small  percentage  of  residual 
granulomas  develop  cysts;  percentage  of  cysts 
that  are  foci  of  infection,  etc.  An  important 
part  of  the  study  is  treatment  evaluation,  such 
as  open  vs.  closed  methods. 

Dental  Anesthesia. — Baseline  data  is  being 
accumulated  on  patients  undergoing  oral 
surgical  procedures  under  general  anesthesia, 
particularly  intravenous  agents.  Alterations 
of  the  blood  pressure,  pulse  rate,  and  other 
physiological  changes  of  interest  are  recorded 
as  well  as  such  important  information  as  depth 
of  anesthesia,  length  of  surgical  procedure, 
duration  of  sleep,  amount  of  drug  used,  post¬ 
operative  sequela,  etc.  Included  in  this  study 
are  all  types  of  oral  surgery  and  exodontic 
procedures. 

Unusual  Increased  Bone  Densities. — As  a 
result  of  extensive  epidemiological  field 
studies,  interest  is  manifest  in  cases  of  in¬ 
creased  bone  density  or  coarsened  trabecula- 
tion  on  radiological  examination.  Diagnostic 
problems,  or  cases  of  unassociated  etiology 
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are  of  particular  interest.  A  series  of  such 
cases  is  being  compiled  for  comparison  with 
epidemiological  studies  of  normal  groups. 
Patients  of  this  series  are  seen  as  outpatients 
and  are  referred  to  the  Department  of  Radiol¬ 
ogy  for  bone  surveys.  Complete  medical  and 
dental  evaluation  is  made,  and  nutritional  and 
residence  history  taken. 

Cranial  Growth  and  Development  in  Chil¬ 
dren. — Studies  on  the  growth  and  development 
of  the  head  in  young  children  are  being  con¬ 
ducted  on  an  outpatient  basis.  It  is  desirable 
that  a  series  of  such  cases  be  referred  for 
evaluation,  including  congenital  and  acquired 
anomalies  (including  traumatic)  in  young 
children.  Particular  interest  is  directed  to 
infants  with  progeria,  cleft  lip  and  cleft  palate, 
cranial  stenosis,  Treacher-Collins  syndrome; 
rheumatoid  arthritis  of  the  temporomandibu¬ 
lar  joint,  and  other  cases  of  abnormal  cranial 
growth  patterns.  Studies  include  evaluation 
on  a  medical-dental  basis.  At  a  future  date 
when  electromyographic  equipment  becomes 
available,  the  studies  will  include  analyses  of 
the  muscles  of  mastication  and  of  facial  expres¬ 
sion.  The  electromyographic  investigations 
will  be  concerned  with  the  pattern  of  activity 
in  normal  and  pathologic  conditions. 

Neuromuscular  Disorders  Affecting  Cranial 
Nerves  V,  VII,  IX,  X,  and  XII. — Cases  are 
evaluated  with  emphasis  mainly  directed  to 
etiology,  prognosis,  management,  and  sug¬ 
gested  rehabilitation  measures  rather  than  on 
therapy.  Particular  interest  exists  in  neuro¬ 
muscular  disorders  affecting  the  muscles  of 
mastication  and  facial  expression.  Where 
indicated,  referrals  are  made  for  surgical  pro¬ 
cedures.  Included  in  these  studies  are  cases 
with  residuals  of  bulbar  poliomyelitis  involv¬ 
ing  the  V,  VII,  and  XII  cranial  nerves. 
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The  Clinical  Center  of  the  National  Institutes 
of  Health  at  Bethesda,  Md.,  is  accepting  a 
limited  number  of  patients  each  month  for  study 
and  therapy.  Studies  to  which  patients  are 
currently  being  admitted  are  described  briefly. 

The  National  Institutes  of  Health  is  the  research 
arm  of  the  Public  Health  Service  and  is  com¬ 
posed  of  seven  Institutes  concerned  specifically 
with  basic  laboratory  investigations  and  research 
in  the  fields  of  cancer,  cardiovascular  disease, 
mental  health,  neurological  diseases  and  blind¬ 
ness,  arthritis  and  metabolic  diseases,  micro¬ 
biology,  and  dental  health.  The  Clinical  Center 
is  a  modern  facility  shared  by  all  Institutes  for 
combined  laboratory  and  clinical  study  pro¬ 
grams.  The  patient  care  area  is  comparable  in 
staff  and  equipment  to  any  good  general 
hospital,  with  special  provisions  for  the  comfort 
and  welfare  of  chronic  disease  patients. 

The  cooperation  and  assistance  of  physicians 
in  private  practice  and  those  associated  with 
hospitals  and  clinics  is  essential  in  the  proper 
selection  of  patients  to  participate  in  these 
studies.  Patients  should  be  referred,  and  wi  II  be 
admitted  on  the  basis  of  a  diagnosis  which  meets 
the  requirements  for  particular  studies. 

The  referring  physician  is  kept  fully  informed 
of  the  treatment  and  progress  of  his  patients  and 
is  welcomed  if  he  wishes  to  visit  them.  Coopera¬ 
tion  is  sought  for  the  extended  period  of  followup 
observation  which  will  usually  be  maintained 
after  patients  have  been  returned  to  the  care  of 
their  own  physicians. 
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PROCEDURE  FOR  REFERRAL 
OF  PATIENTS 
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1.  Application  for  admission  of  a  patient 
should  be  made  by  his  physician  to  the  Clinical 
Director  of  the  Institute  concerned  (see  list  on 
page  5).  If  it  is  not  clear  which  Institute  has  the 
predominant  interest,  the  application  may  be  sent 
to  the  Director  of  the  Clinical  Center,  who  will 
refer  it  to  the  proper  Institute. 

2.  An  interview  or  correspondence  in  some 
detail  between  the  staff  of  the  Institute  and  the 
referring  physician  may  be  advisable  concerning 

*H  the  study  program  in  which  the  patient  will 

'  \  participate,  the  complete  diagnosis,  and  other 
facts  affecting  the  admission  suitability  of  the 
patient. 

3.  It  will  often  be  desirable  for  prospective 
patients  also  to  be  interviewed  and  examined  by 
the  Clinical  Center  physician  to  whom,  or  to 
whose  Insritute,  the  patient  has  been  referred. 

4.  The  Social  Service  Department  of  the 
Clinical  Center,  if  necessary,  will  assist  pro¬ 
spective  patients  with  personal  problems  occa¬ 
sioned  by  their  admission  into  the  Center.  The 
resources  available  to  this  department  will  not, 

po  however,  permit  financial  assistance  to  individuals 
and  their  families. 

ELIGIBILITY  REQUIREMENTS 

1.  The  specific  disease  or  other  condition  for 
which  a  patient  is  admitted  to  the  Center  must  be 
under  active  investigation  by  National  Institutes 
of  H  ealth  physicians  at  the  time  of  admission. 

< v 

2.  There  are  no  citizenship  requirements  for 
admission,  and  no  restrictions  based  on  race, 
creed,  or  color.  Considerations  which  may  vary 
with  different  studies  are  age,  weight,  sex, 
general  health,  and  potential  for  concurrent 
studies.  Possibilities  for  long  term  inpatient 
status  or  extended  followup  observation,  or  both, 
will  frequently  be  important  criteria. 
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3.  While  patients  are  drawn  largely  from  the 
eastern  seaboard,  full  consideration  is  given  to 
persons  living  in  other  parts  of  the  country  who 
meet  clinical  investigation  requirements. 

4.  The  competent  patient  must  have  a  reason¬ 
able  understanding  of  his  role  in  a  research  study 
and  be  willing  to  participate. 

5.  Th  e  selection  of  non-competent  patients 
(for  psychiatric  studies)  because  of  special  pro¬ 
cedures  involved,  is  limited  almost  entirely  at 
present  to  those  individuals  already  a  part  of  the 
patient  population  of  a  mental  hospital  author¬ 
ized  to  receive  committed  patients. 

CLINICAL  STUDIES 

The  principal  study  projects  for  which  patients 
will  be  admitted  during  the  current  period, 
together  with  some  of  the  more  important 
diagnostic  or  other  criteria,  are  described  briefly 
in  the  following  pages. 

This  listing  is  revised  and  reissued  periodically. 
On  request,  hospitals,  clinics,  medical  schools, 
medical  societies,  medical  journals,  and  indi¬ 
vidual  physicians  will  be  placed  on  a  mailing  list 
to  receive  these  as  issued. 
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THE  CLINICAL  DIRECTORS: 


National  Cancer  Institute, 

Charles  G.  Zubrod,  M.  D.,  Clinical  Director 

National  Heart  Institute, 

Robert  W.  Berliner,  M.  D.,  Associate  Director  in 
Charge  of  Research 

National  Institute  of  Arthritis  and  Metabolic  Diseases, 
Joseph  J.  Bunim,  M.  D.,  Chief  of  Clinical  Investigations 

National  Microbiological  Institute, 

Norman  B.  McCullough,  M.  D.,  Chief,  Laboratory  of 
Clinical  Investigation 

National  Institute  of  Neurological  Diseases  and  Blindness, 
G.  Milton  Shy,  M.  D.,  Clinical  Director 

National  Institute  of  Mental  Health, 

Robert  A.  Cohen,  M.  D.,  Director  of  Clinical  Investi¬ 
gations 

National  Institute  of  Dental  Research, 

Ralph  S.  Lloyd,  D.  D.  S.,  Act.  Chief,  Clinical  Investi¬ 
gations  Branch 
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National  Cancer  Institute 


Leukemia  and  Allied  Diseases. — Acute  leuke¬ 
mia  is  under  intensive  study.  The  purposes  of 
the  study  are:  Improvement  in  chemotherapy 
with  emphasis  on  amethopterin  and  6-Mer- 
captopurine;  the  trial  of  new  and  more  active 
antileukemic  agents;  improved  methods  in 
studying  and  managing  infections  and  platelet 
deficiency.  All  patients  with  acute  leukemia  of 
any  type  are  of  interest  for  this  study,  without 
restriction  as  to  age.  Selected  patients  with 
chronic  leukemia,  multiple  myeloma,  lym¬ 
phosarcoma,  and  Hodgkin’s  disease  are  ad¬ 
mitted  for  study  of  metabolic  changes  and  for 
treatment. 

Chemotherapy  of  Solid  Tumors. — The  search 
continues  for  a  chemical  agent  which  will 
cause  regression  of  carcinomas  and  other  solid 
tumors.  For  the  evaluation  of  new  antitumor 
agents  there  is  a  need  for  large  numbers  of 
patients  with  metastatic  spread.  Patients  with 
skin  metastases  are  especially  needed,  as  their 
tumors  can  be  followed  most  accurately. 
Patients  with  pulmonary,  bone,  and  other 
measurable  metastases  are  also  of  interest  in 
the  evaluation  of  chemotherapeutic  agents. 
The  tumors  of  childhood  are  of  equal  interest 
to  those  of  the  adult. 

Studies  oj  Causes  of  Failure  of  Definitive  Sur¬ 
gery  in  Primary  Operable  Cancers. — An  attempt 
is  being  made  to  determine  why  local  recur¬ 
rence  following  definitive  surgery  for  cancer  is 
so  frequent.  Patients  being  studied  are  those 
with  primary  cancer  of  the  head,  neck,  and 
breast  who  have  developed  metastases  to  re¬ 
gional  lymph  nodes;  many  of  these  are  con¬ 
sidered  of  borderline  operability.  After  defin¬ 
itive  surgery  the  wound  is  washed  prior  to 
closing  and  the  sediment  is  examined  to 
determine  the  number  of  tumor  cells  present. 
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Attempts  are  under  way  to  develop  means  of 
preventing  the  growth  of  these  accidentally 
transplanted  tumors  in  the  operative  wound. 

Extensive  Surgery  in  Advanced  (lancer  of  the 
Head,  Neck,  and  Uterus.— Surgical  procedures 
more  extensive  than  those  usually  employed 
in  most  hospitals  are  being  evaluated  in  the 
control  and  palliation  of  advanced  cancer. 
Conditions  being  studied  include  primary  and 
recurrent  cancers  of  the  head  and  neck  and  of 
the  corpus  and  cervix  uteri.  Uterine  carci¬ 
nomas  studied  largely  follow  the  League  of 
Nations  Classifications  III  and  IV,  in  which 
radiation  generally  is  unsuccessful.  Local 
chemotherapy  is  being  studied  in  conjunction 
with  surgery  of  certain  head  and  neck  lesions. 


The  Use  of  Viruses  in  the  Destruction  of  In¬ 
operable  Carcinoma  of  the  Cervix. — In  the  past 
year  it  has  been  demonstrated  that  the  APC 
viruses  cause  necrosis  of  epidermoid  carci¬ 
noma  of  the  cervix.  It  is  now  possible  to 
administer  large  amounts  of  APC  viruses 
without  ill  effects  to  the  patient.  Patients 
with  inoperable  carcinoma  of  the  cervix  will 
be  studied,  using  these  viruses  in  an  attempt  to 
destroy  large  portions  of  the  tumor. 

Primary  Operable  Cancers. — At  intervals  a 
few  patients  with  operable  primary  malignant 
lesions  are  admitted  for  histologic,  biochem¬ 
ical,  and  other  research  studies. 

Acne  Vulgaris. — Patients  with  severe  acne, 
admitted  as  outpatients,  are  being  studied  to 
evaluate  certain  therapeutic  agents.  Therapy 
is  guided  by  chemical  analysis  of  keratin  found 
in  acne  plugs  and  a  comparison  of  such  keratin 
with  normal  keratin. 

Exfoliative  Dermatitis  and  Psoriasis. — Pa¬ 
tients  with  severe  disease  are  admitted  as 
outpatients  or  hospitalized  for  therapy  and 
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investigative  studies.  Studies  include  quanti¬ 
tative  determinations  of  certain  amino  acids 
in  exfoliated  scales,  for  comparison  with 
amino  acid  composition  of  scales  from  other 
skin  diseases  and  the  stratum  corneum  from 
normal  skin. 

Clinical  Radiation  Therapy. — Studies  cur¬ 
rently  in  progress  include  consideration  of 
the  possibility  of  modifying  the  radiation 
response,  either  in  the  direction  of  potentia¬ 
tion  of  effect  on  malignant  neoplasms  or  in 
the  direction  of  increasing  the  resistance  of 
host  tissues.  Such  studies  include  observa¬ 
tion  of  the  effect  of  great  prolongation  of  the 
total  irradiation  period,  the  effect  of  oxygen, 
and  the  protective  mechanism  of  marrow  and 
other  blood  elements.  Patients  with  squa¬ 
mous  cell  carcinoma  of  the  skin,  oral  and 
pharyngeal  cavities,  and  uterine  cervix,  and 
those  with  malignant  lymphoma  or  Hodgkin’s 
disease  are  of  special  interest.  Studies  are  also 
being  conducted  on  electron  beam  therapy 
and  its  use  in  the  treatment  of  superficial  malig¬ 
nant  cutaneous  neoplasms,  notably  mycosis 
fungoides. 

Metabolic  Alterations  Brought  About  in  the 
Patient  Because  oj  the  Presence  of  Tumor. — 
Carefully  selected,  cooperative,  and  preferably 
ambulatory  subjects  with  a  wide  variety  of 
cancer  and  allied  disorders  are  admitted  to  the 
metabolism  service  for  detailed  studies  in  the 
over-all  and  intermediary  metabolism  of  pro¬ 
tein,  fat,  carbohydrate,  minerals,  electrolytes, 
vitamins,  calories,  and  water.  All  studies  are 
planned  to  include  adequate  control  periods 
as  well  as  periods  during  which  metabolic 
changes  in  response  to  nutritional,  chemo¬ 
therapeutic,  endocrine,  or  radiologic  therapy 
are  under  observation. 

Endocrinologic  and  Metabolic  Aspects  of 
Cancer  of  the  Breast. — Women  and  men  with 
mammary  cancer  that  cannot  be  treated  by 
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definitive  means  are  being  treated  with  mas¬ 
sive  doses  of  steroid  hormones.  New  meth¬ 
ods  of  hormone  therapy  for  palliation  are 
being  sought,  and  detailed  analyses  of  en- 
docrinologic  and  metabolic  factors  operating 
in  relation  to  the  course  of  cancer  of  the  breast 
are  being  studied. 

Massive  Estrogen  Therapy  in  Prostatic  Can¬ 
cer. — Men  with  prostatic  cancer  preferably 
not  previously  treated  are  being  studied  in  a 
clinical  evaluation  of  massive  intravenous 
estrogen  therapy.  The  mechanism  of  eleva¬ 
tion  of  serum  acid  phosphatase  is  also  being 
studied. 

Hormonal  Therapy  oj  Cancer  of  Uterine 
Cervix. — Patients  with  cancer  of  the  uterine 
cervix,  not  suitable  for  definitive  therapy,  are 
being  studied  to  learn  whether  steroid  ther- 
apy,  particularly  estrogen  or  progesterone, 
has  any  beneficial  effect. 

Hormone-Producing  Tumors. — Patients  with 
hormone-producing  tumors  of  the  pituitary, 
adrenal,  ovary,  testis,  parathyroid,  and  chorion 
are  being  studied.  Syndromes  are  character¬ 
ized  completely,  both  in  endocrinologic  and 
metabolic  terms  before  and  after  therapy. 
Tissue  from  such  tumors  is  grown  in  vitro  and 
the  supernatant  fluid  is  tested  for  hormonal 
activity  by  bioassay.  Cases  of  chorioepi- 
thelioma  of  the  uterus  and  testis  are  especially 
needed. 

Analysis  of  Abnormalities  of  Somatic  Growth-— 
Detailed  endocrine  and  metabolic  analysis  is 
being  done  on  patients  presenting  abnormali¬ 
ties  of  somatic  growth  and  development,  par¬ 
ticularly  in  such  hormone-dependent  tissues 
as  the  genital  tract.  Patients  with  ovarian 
agenesis,  adrenogenital  syndrome,  gigantism, 
dwarfism,  and  hermaphroditism  are  espe¬ 
cially  required. 
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National  Heart  Institute 


Cardiodynamics. — Ventricular  ejection  char¬ 
acteristics  are  studied  by  electrokymograph, 
carotid  pulses,  electrocardiogram,  and  similar 
methods.  Patients  having  (a)  pulses  alter- 
nans,  (b)  auricular  fibrillation,  (c)  orthostatic 
hypotension  who  have  not  previously  received 
digitalis  or  similar  medication  are  preferred. 
Patients  with  predominant  mitral  insufficiency 
and  giant  left  atrium  are  being  studied. 

Cardio-respiratory  Physiology. — Detailed  car- 
dio-pulmonary  study  of  carefully  selected 
patients  with  serious  pulmonary  disease  re¬ 
sulting  from  emphysema,  spinal  deformities, 
pleural  effusion,  etc.  When  secondary  poly¬ 
cythemia  is  present,  these  studies  are  repeated 
as  the  red  blood  cell  mass  is  restored  to  normal 
value.  Patients  with  primary  pulmonary  vas¬ 
cular  disease  are  of  special  interest. 

Adrenocortical  Steroids  and  PLdema. — Exami¬ 
nation  of  fractionated  urine  extracts  from 
patients  (preferably  adults)  with  edema,  due 
to  cardiac  failure,  nephrosis,  or  other  causes, 
or  cirrhosis  with  ascites.  Studies  of  the 
excretion  of  aldosterone  by  normal  subjects 
undergoing  various  experimental  alterations 
of  hemodynamics  and  fluid  volume. 

Studies  on  the  Metabolism  of  New  Synthetic 
Steroids. — Studies  on  the  metabolic  changes 
induced  in  man  by  new  synthetic  steroids. 
These  are  generally  steroids  similar  to  those 
of  known  action  but  with  a  single  or  double 
structural  change  introduced.  Such  studies 
are  expected  to  cast  light  on  the  mechanism  by 
which  steroids  bring  about  metabolic  changes. 
The  studies  in  man  are  instituted  after  animal 
studies  have  indicated  that  such  procedure  is 
completely  safe. 

Lipid  Transport  Defects  with  Relationship  to 
Atherosclerosis. — An  investigation  of  lipid  and 
liproprotein  metabolism  in  normal  and  disease 
states.  The  effects  of  diet,  endocrine  balance, 
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and  various  pharmacologic  agents  on  levels  of 
serum  lipids  is  being  examined.  Diagnostic 
requirements  include  hypercholesterolemia  or 
hyperlipemia,  with  or  without  clinical  evi¬ 
dence  of  atherosclerosis.  Of  particular  inter¬ 
est  are  cases  with  a  diagnosis  of  familial  hyper¬ 
cholesterolemia,  idiopathic  hyperlipemia  and 
myxedema. 

Surgical  Treatment  of  Congenital  and 
Acquired  Heart  Disease. — New  surgical 
methods  are  being  developed  for  the  treatment 
of  central  and  peripheral  vascular  disease, 
particularly  mitral  valvular  disease,  either 
stenosis  or  regurgitation.  Methods  for  quan¬ 
titative  assessment  of  degree  of  stenosis  or 
regurgitation  present  and  a  new  operative 
technique  for  correction  of  regurgitation  are 
being  used.  In  addition,  direct  left  auricular 
pressure  measurements  are  being  made  in 
patients  with  many  diverse  types  of  heart 
disease  by  a  new  trans-bronchial  method. 
Methods  are  being  developed  for  the  evalua¬ 
tion  and  treatment  of  congenital  cardiac 
lesions.  Children  and  adults  suspected  of  hav¬ 
ing  interatrial  or  interventricular  communica¬ 
tions  are  particularly  desired.  The  program 
in  replacement  of  vascular  segments  makes  pos¬ 
sible  the  admission  of  adults  with  obliterative 
disease  of  the  aorta  and  its  larger  branches. 

Malignant  Carcinoid  Syndrome. — The  syn¬ 
drome  includes  carcinoid  of  the  small  intestine 
with  liver  metastases,  valvular  lesions  of  the 
right  heart,  sudden  flushing  of  the  skin, 
cyanosis  in  the  absence  of  arterial  anoxia, 
chronic  diarrhea,  “asthma,”  and  edema.  This 
syndrome  can  no  longer  be  considered  rare. 
Current  studies  implicate  overproduction  of 
serotonin  (5-hydroxytryptamine)  by  the  tu¬ 
mors  and  a  distorted  metabolism  of  trypto¬ 
phan,  in  the  pathogenesis  of  this  condition. 

Pheochromocytoma. — With  the  aid  of  C14- 
labeled  precursors,  the  formation  and  destruc¬ 
tion  of  epinephrine  and  nor-epinephrine  are 
being  investigated  in  humans.  Because  of  the 
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small  amounts  of  these  compounds  in  normals, 
patients  with  pheochromocytoma  are  needed 
for  this  study. 

Cardiac  Reserve.— Stress  features  of  oxygen 
consumption,  cardiac  and  blood  lactic  acid 
production  are  studied  in  patients  with  varying 
degrees  of  cardiac  reserve  by  standard  exer¬ 
cise  test  using  a  bicycle  ergometer.  Patients 
required  are  carefully  selected  adult  males  with 
varying  types  of  cardiac  disease,  especially 
coronary  sclerosis,  with  definite  encroach¬ 
ment  on  the  cardiac  reserve  and,  in  minimal 
degrees,  congestive  heart  failure. 

Essential  Hypertension. — A  broad  investiga¬ 
tion  involving  detailed  study  of  cardiac  and 
renal  function.  Therapy  includes  use  of  the 
new  drugs  available  in  this  field.  Patients 
with  essential  hypertension,  preferably  be¬ 
tween  15  and  50  years  of  age;  must  not  have 
serious  renal  impairment  or  cerebrovascular 
involvement. 

Mechanism  of  Action  of  Diuretics.  Exami¬ 
nation  of  the  mechanism  by  which  various 
agents  promote  the  renal  excretion  of  sodium; 
assessment  of  the  value  of  the  new  diuretic 
agents  for  the  treatment  of  cardiac  failure. 
Patients  with  congestive  heart  failure,  without 
marked  impairment  of  renal  function  (blood 
urea  nitrogen  under  25,  albuminurea  2-\-  or 
less). 

Diabetes  Insipidus.— An  examination  of  the 
mechanism  of  urine  dilution  and  concentration 
in  patients  with  true  diabetes  insipidus  or  that 
due  to  intrinsic  renal  tubule  disease  (nephro¬ 
genic  diabetes  insipidus).  Selected  patients 
with  chronic  renal  disease  not  exhibiting 
symptoms  of  uremia. 

Acute  Nephritis  and  Nephrosis. — Studies  are 
in  progress  on  steroid  therapy  and  protein 
and  lipid  metabolism  in  patients  with  the 
nephrotic  syndrome  and  actue  glomerular 
nephritis.  Patients  with  chronic  renal  disease 
with  hypertension,  uremia,  or  pyelonephritis 
are  not  suitable  for  these  studies. 


12 


National  Institute  of  Arthritis 
and  Metabolic  Diseases 

Steroid  Metabolism . — The  metabolic  pool 
and  turnover  rate  of  hydrocortisone  in  man 
are  being  studied  by  a  new  technique  using 
isotopically  labeled  hydrocortisone.  Other 
aspects  of  the  metabolism  of  steroids  closely 
related  to  hydrocortisone  are  studied  by 
analysis  of  the  blood  and  urine.  The  follow¬ 
ing  types  of  patients  are  needed:  Addison’s 
disease  or  other  hypoadrenal  states,  Cushing’s 
disease,  adrenal  virilism,  myxedema,  thyro¬ 
toxicosis,  and  acute  (infectious  hepatitis)  and 
chronic  (cirrhosis)  liver  disease. 

The  Metabolic  Deject  in  Gout. — The  nature 
of  the  abnormality  of  uric  acid  metabolism 
in  gout  and  other  conditions  associated  with 
hyperuricemia  is  being  studied  with  iso¬ 
topically  labeled  compounds.  Patients  with 
all  forms  of  gout  including  those  with  acute 
attacks  are  desired.  Duration  of  hospitaliza¬ 
tion  is  from  1  week  to  1  month  depending  on 
the  phase  of  the  disease. 

Mineral  Metabolism.— Elucidation  is  sought 
concerning  the  mechanisms  of  effects  of  diet, 
hormones,  and  vitamin  D  on  mineral  metab¬ 
olism.  Precise  metabolic  balance  studies 
and  periodic  renal  tolerance  determinations 
are  employed.  Osteoporosis  and  other  bone 
diseases  involving  demineralization  are 
studied. 

Diseases  oj  the  Blood. — Disturbances  in  hemo¬ 
globin  synthesis,  red  cell  survival,  red  cell 
production  and  iron  utilization  are  being 
studied  in  various  anemias,  such  as  sickle  cell 
anemia,  congenital  spherocytosis,  acquired 
hemolytic  anemia,  aplastic  anemia  (anemia 
of  marrow  failure)  and  pernicious  anemia. 
Investigation  is  also  being  made  of  disturb¬ 
ances  in  leukocyte  metabolism,  such  as 
neutropenia. 
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Nature  of  Insulin  Resistance  in  Diabetes. — 
Studies  are  in  progress  in  an  attempt  to 
elucidate  the  mechanism  of  insulin  resistance 
in  certain  diabetics  and  during  ketosis  and 
infections.  Any  diabetic  with  a  daily  insulin 
requirement  of  300  units  or  more  regardless 
of  the  presence  or  absence  of  complications 
would  be  suitable  for  this  study. 

Thyroid  Diseases. — The  metabolism  of  thy¬ 
roid  tissue  with  respect  to  hormone  synthesis 
and  transport  is  being  studied  by  radioactive 
iodine  tracer  techniques.  The  following  cate¬ 
gories  of  patients  are  required:  1)  patients 
with  thyroid  adenoma  or  goiter  who  will 
require  surgical  thyroidectomy,  or  in  whom 
there  is  a  significant  family  history  of  goiter, 
or  who  have  an  associated  hypothyroidism, 

2)  patients  with  hyperthyroidism  who  are 
suitable  for  radioactive  iodine  treatment,  and 

3)  patients  with  suspected  thyroid  neoplasms. 

Acute  Porphyria. — Patients  with  acute  por¬ 
phyria  are  being  studied  to  define  the  nature 
of  a  defect  in  purine  synthesis  reported  present 
in  this  disease. 

Hemochromatosis. — Studies  are  being  con¬ 
ducted  on  methods  for  mobilizing  and  pro¬ 
moting  the  excretion  of  the  excessive  iron 
deposits  present  in  this  disease. 
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Rheumatic  Fever. — Patients  with  active  rheu¬ 
matic  fever  are  being  studied  from  several 
aspects:  The  relation  of  streptococci,  and  in 
particular,  certain  fractions  of  these  organisms 
to  rheumatic  fever;  the  immunologic  responses 
occurring  in  the  patient  during  illness;  factors 
affecting  the  development  of  rheumatic  heart 
disease;  experimental  therapy* 

Acute  Glomerulonephritis.— Immunologic  re¬ 
sponses  and  the  relationships  of  streptococci 
in  acute  glomerulonephritis  are  being  studied, 
with  special  attention  to  the  clinical  aftermath 
of  the  disease. 

Streptococcal  Diseases.——  In  addition  to  the 
nonsuppurative  streptococcal  conditions,  cov¬ 
ered  under  the  two  previous  headings,  host- 
parasite  relationships  are  being  studied  in  a 
limited  number  of  patients  with  acute  suppura¬ 
tive  streptococcal  disease  and  low  grade 
chronic  infection  states,  such  as  subacute  bac 
terial  endocarditis.  These  studies,  biochemi¬ 
cal,  immunological  and  others,  are  being  pur¬ 
sued  to  increase  understanding  of  the  mech¬ 
anisms  whereby  streptococci  produce  disease 
and  as  a  basis  of  interpretation  of  data  obtained 
in  the  projects  on  rheumatic  fever  and  acute 
glomerulonephritis. 

Respiratory  Viral  Diseases. — A  major  effort  is 
directed  toward  an  etiological  definition  of 
acute  respiratory  syndromes  of  unknown 
cause.  Viral  isolations,  by  use  of  animals, 
tissue  culture,  etc.,  are  employed  together  with 
concurrent  clinical  studies.  Further  delinea¬ 
tion  is  sought  on  diagnostic  criteria  in  those 
respiratory  viral  diseases  of  proved  etiology, 
such  as  herpangina  and  ulcerative  gingivosto¬ 
matitis,  on  the  immunological  responses,  the 
persistence  and  sites  of  virus  and  the  effect  on 
tissues  in  these  diseases.  Patients  may  have  a 
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pharyngitis  of  unknown  cause  and  any  acute  or 
chronic  ulcerative  condition  of  the  mouth  or 
throat  possibly  of  viral  origin. 

Brucellosis. — This  project  is  designed  to 
further  elucidate  the  diagnostic  criteria  in 
brucellosis,  with  particular  attention  being 
paid  to  low  grade  febrile  illnesses  in  which 
the  Brucella  agglutination  titer  is  low  in  the 
presence  of  symptomatology  consistent  with 
this  diagnosis.  Clinically,  special  attention 
is  given  to  involvement  of  the  liver  in  bru¬ 
cellosis.  Patients  accepted  are  acutely  ill 
with  fever  and  have  an  agglutination  titer  of 
1/160  or  higher,  or  the  chronically  ill  who 
run  fever,  have  symptoms  consistent  with  the 
diagnosis  of  brucellosis,  and  whose  agglutina¬ 
tion  titer  is  less  than  1/160. 

Histoplasmosis  and  Other  Systemic  Fungous 
Diseases. — Diagnostic  methods,  immunological 
response,  and  various  therapeutic  agents  are 
being  studied  in  patients  with  culturally 
proved  histoplasmosis  and  other  systemic 
fungous  diseases.  Patients  with  undiagnosed 
multiple  pulmonary  lesions  but  no  evidence  of 
tuberculosis,  or  those  from  areas  of  high 
prevalence  who  are  either  chronically  ill  or 
acutely  febrile  and  are  suspected  of  having 
histoplasmosis,  may  also  be  admitted. 

Infectious  Hepatitis. — Patients  with  infectious 
hepatitis  are  being  studied,  with  the  primary 
effort  directed  toward  the  isolation  of  the 
causative  virus,  employing  tissue  culture  tech¬ 
niques.  Clinical  studies  are  directed  toward 
differentiation  of  infectious  hepatitis  and 
homologous  serum  jaundice  and  long  term 
studies  of  liver  function. 

Trichinosis. — Patients  with  a  febrile  illness, 
muscular  pain,  and  eosinophilia  and  a  history 
of  ingestion  of  pork  are  studied  in  an  evalua¬ 
tion  of  the  flocculation  test  in  the  diagnosis 
of  trichinosis.  This  project  also  seeks  to 
determine  whether  unrecognized  low  grade 
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trichinosis  is  a  clinical  problem  and  to  study 
the  immunological  responses  in  these  patients. 

Amebiasis.— A  long-term  clinical  and  lab¬ 
oratory  study  of  amebiasis  (due  to  E.  his¬ 
tolytica)  employs  patients  with  demonstrable 
organisms  in  the  stool  or  with  a  high  com¬ 
plement  fixation  titer.  Patients  with  nega¬ 
tive  stools  and  complement  fixation  titers  but 
presenting  liver  or  lung  disease  and  a  past 
history  of  amebiasis  may  also  be  accepted. 

Filariasis,  Schistosomiasis. — Studies  on  these 
diseases  are  directed  toward  evaluation  and 
improvement  of  methods  of  diagnosis,  ex¬ 
haustive  clinical  studies  to  determine  the 
sequelae,  study  of  immunological  responses, 
and  use  of  immunological  methods  in  diag¬ 
nosis  and  experimental  therapy  of  the  dis¬ 
eases.  Any  patient  with  proved  schistoso¬ 
miasis  or  filariasis  will  be  accepted. 

Sarcoidosis. — Sarcoidosis  is  being  studied  in 
an  attempt  to  isolate  possible  causative  agents 
and  to  produce  the  disease  in  previously  un¬ 
tried  experimental  animals.  Diagnostic  cri¬ 
teria  and  clinical  definition  of  the  disease  are 
greatly  needed.  Family  epidemiology  of  pa¬ 
tients  is  being  pursued  to  possibly  uncover 
common  associations.  Patients  accepted  are 
those  with  granulomatous  disease,  proved  by 
biopsy,  whose  tuberculin  skin  test  is  negative; 
any  patient  not  proved  by  biopsy,  who  is  tu¬ 
berculin  skin  test  negative  and  has  a  pulmo¬ 
nary  X-ray  picture  or  an  inflammatory  eye 
lesion  consistent  with  the  diagnosis  of  sar¬ 
coidosis. 

Leptospirosis. — Studies  are  directed  toward 
evaluation  and  improvement  of  methods  of 
diagnosis  and  therapy,  and  toward  determin¬ 
ing  the  clinical  course  and  complications  and 
sequelae  due  to  the  more  recently  recognized 
species  of  Leptospira,  in  particular  L.  pomona. 
Patients  are  admitted  with  Leptospira  demon¬ 
strable  in  the  blood  or  urine  or  in  whom  the 
agglutination  lysis  test  is  positive.  Patients 
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developing  jaundice  during  epidemics  or 
following  association  with  animals  fall  within 
this  study. 

Aseptic  Meningitis  and  Encephalitis. — Patients 
with  aseptic  meningitis  or  presumed  viral 
encephalitis  are  studied  to  develop  methods  of 
diagnosis  of  this  group  of  diseases,  to  define 
the  clinical  entities  due  to  known  and  un¬ 
known  agents,  and  to  determine  the  sequelae 
of  these  diseases.  Immunological  methods 
are  used  in  an  attempt  to  understand  the 
mechanism  of  encephalitis  occurring  after  or 
late  in  the  course  of  any  infectious  disease. 
Patients  will  be  accepted  for  admission  to  the 
Clinical  Center  or  seen  in  consultation  at 
local  hospitals. 

Mumps. — Adult  males  with  clinically  diag¬ 
nosed  mumps  are  admitted  from  time  to  time 
in  a  study  designed  to  evaluate  immunological 
responses,  the  usefulness  of  the  skin  test  in 
measuring  immunity  to  this  disease,  the  phys¬ 
iological  responses  accompanying  the  disease, 
and  means  of  preventing  complications. 

Tularemia . — Tularemia  is  being  studied  to 
determine  whether  or  not  long  term  sequelae 
(in  particular,  liver  dysfunction)  will  super¬ 
vene  in  this  disease  as  it  does  in  brucellosis. 
Also,  whether  or  not  there  is  a  disease  entity 
of  chronic  tularemia  comparable  to  chronic 
brucellosis.  Admission  criteria  include  a 
clinical  diagnosis  of  tularemia  following  ex¬ 
posure  to  rabbits  or  patients  with  a  febrile 
disease  and  an  agglutination  titer  against 
Pasteur ella  tularensis  of  1/160,  or  higher,  or 
a  known  past  history  of  tularemia  followed 
by  continued  ill  health. 

Allergy-Immunology. — Patients  are  admitted 
for  study  in  conjunction  with  basic  laboratory 
studies  on  problems  of  allergic  and  immune 
response,  employing  the  techniques  of  electro¬ 
phoresis,  Coomb’s  antibody  technique,  re¬ 
sponse  to  different  antigenic  materials.  Pa¬ 
tients  may  be  individuals  with  apparent  in- 
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creased  susceptibility  to  infection  or  proven 
hypogammaglobulinemia.  Occasionally  pa¬ 
tients  are  admitted  for  study  of  apparent 
reactive  states  such  as  asthma,  periarteritis 
nodosa,  lupus  erythematosis,  and  Loeffier’s 
syndrome. 

Enteric  Diseases. — Interests  in  enteric  dis¬ 
eases  are  several:  To  determine  whether  or 
not  some  of  the  very  common  Salmonellas, 
and  specifically  5*.  pullorum,  may  be  respon¬ 
sible  for  undiagnosed  enteric  diseases  in  chil¬ 
dren,  because  of  the  difficulty  experienced  in 
demonstrating  such  organisms  in  the  stool; 
to  use  tissue  culture  and  other  techniques  for 
isolation  of  possible  enteric  viruses  during 
epidemics  of  undiagnosed  enteric  disease; 
and  to  study  Salmonella  carrier  states  from  the 
standpoint  of  host-parasite  relationship,  site 
of  persistence,  immunology,  insidious  disease, 
and  therapy.  Much  of  this  work  is  being  done 
on  selected  groups  in  other  clinics  or  hospi¬ 
tals.  For  admission  to  the  Clinical  Center,  a 
Salmonella  carrier  state  which  has  persisted 
for  6  months  or  more  should  be  demonstrated. 

Toxoplasmosis. — Patients  are  studied  to  de¬ 
termine  the  importance  of  this  disease,  the 
specificity  of  diagnostic  tests,  and  to  define 
further  the  clinical  entity.  Acceptable  pa¬ 
tients  are  those  with  fever  and  a  known  expo¬ 
sure  to  Toxoplasma;  any  ill  patient  with  a  sig¬ 
nificantly  positive  complement  fixation  or 
Sabin  dye  test  titer;  or  any  systemically  well 
patient  with  an  inflammatory  eye  lesion  and 
positive  serological  test  for  toxoplasmosis. 

Ascariasis. — Patients  infested  with  ascaris 
and  other  nematodes  are  being  studied  to 
determine  whether  ascariasis  alone  may  pro¬ 
duce  chronic  and  recurrent  pneumonitis  and 
chronic  hepatomegaly.  Hepatic  function  and 
intestinal  digestive  function  and  absorption 
also  are  studied.  The  possible  relationship 
of  nematode  infestation  with  Loeffler’s  syn¬ 
drome  is  being  explored. 
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Q  Fever. — Patients  with  a  known  history  of 
Q  fever  and  subsequent  chronic  or  recurrent 
illness  are  being  studied.  Objectives  are  to 
determine  whether  or  not  their  symptoms  may 
be  due  to  chronic  active  infestation  with 
Coxiella  bumettii  and  also  to  determine  the 
permanent  organic  sequelae  in  this  disease. 
Besides  strictly  clinical  studies,  extensive  ef¬ 
fort  is  being  made  to  recover  C.  bumettii  from 
these  patients. 

Infectious  mononucleosis. — Patients  with  infec¬ 
tious  mononucleosis  are  being  studied.  At¬ 
tempts  are  being  made  to  isolate  the  agent  in 
numerous  kinds  of  tissue  culture  and  by  estab¬ 
lishing  the  patient’s  own  tissues  in  culture. 
Clinical  studies  are  directed  toward  defining 
the  attributes  of  this  disease,  which  is  notori¬ 
ously  difficult  to  recognize  clinically.  Clinical 
studies  will  follow  the  course  of  liver  function 
tests  with  long  term  evaluation  of  the  effect 
of  this  disease  on  the  liver. 

Fibrocystic  Disease  of  Pancreas  {the  Micro - 
biologic  Flora :  Antibiotics).— &  limited  num¬ 
ber  of  infants  and  children  with  this  disease 
will  be  studied  both  as  inpatients  and  out¬ 
patients  primarily  with  regard  to  infection  and 
means  of  modifying  this.  Studies  of  the  basic 
nature  of  the  disease,  pulmonary  physiology, 
and  prevention  of  pulmonary  defect  will  be 
included.  Other  patients  with  problems  of 
disturbed  microbiologic  flora  in  relation  to 
antibiotic  therapy  will  be  accepted  for  study. 
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Cerebral  Palsy. — Through  a  study  of  motor 
response  to  selective  electrical  stimulation  of 
the  incised  cerebral  peduncle,  knowledge  is 
sought  concerning  the  pathways  or  tracts  of 
involuntary  movements.  Patients  limited  to 
those  with  severe  nonprogressive  involuntary 
movements. 

Myasthenia  Gravis,  Muscular  Dystrophy,  Myo¬ 
tonia. — A  broad  series  of  studies  in  neuro¬ 
muscular  disease  involving  diagnosis,  therapy, 
pathology,  pharmacology,  alterations  of  acto- 
mysin,  ionic  exchange,  significance  of  pento¬ 
suria,  etc.  Patients  should  be  over  age  14  as 
biopsies  must  be  done  under  nerve  block. 

Epilepsy. — Various  aspects  of  temporal  lobe 
epilepsy,  together  with  fundamental  study  of 
the  brain  per  se,  are  involved  in  a  series  of 
integrated  studies  employing  chemothera¬ 
peutic,  surgical,  psychological,  biochemical, 
neurological,  and  electrical  procedures.  The 
majority  of  epilepsy  patients  are  candidates  for 
surgery  and  must  be  over  age  14,  able  to  with¬ 
stand  prolonged  stimulation  procedures  under 
local  anesthesia,  and  meeting  the  criteria  of  a 
combined  conference  of  neurosurgeons,  neu¬ 
rologists,  and  electroencephalographers. 

Detection  of  Ocular  and  Orbital  Malignancy 
by  Use  oj  Isotopes. — A  detection  of  malignancy 
in  the  region  of  the  eye,  the  orbit,  the  lids, 
and  the  lacrimal  gland  is  attempted  by  the  use 
of  gamma  and  beta  emitting  isotopes,  by  both 
external  and  retrobulbar  counting  methods. 
Preliminary  studies  include  complete  X-ray 
survey  of  the  regions  involved,  plus  biopsy 
as  indicated.  Patients  accepted  for  this  study 
include  those  with  (1)  absolute  glaucoma, 
(2)  phthisis  bulbi,  (3)  retinal  detachment,  (4) 
iris  tumors  and  masses,  (5)  retinoblastoma, 
(6)  retrolental  fibroplasia,  plus  suspected 
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malignancies  of  the  lids,  orbit,  and  lacrimal 
gland. 

Electroretinography. — Electroretinographic 
studies  on  retinal  lesions  with  particular  atten¬ 
tion  to  macular  disease  and  patients  with  con¬ 
genital  night  blindness  or  congenital  color 
blindness. 

Diagnosis  and  Treatment  of  Toxoplasmic 
Uveitis. — This  project  involves  the  study  of 
antibody  titer  in  patients  whose  previous 
uveitis  studies  have  ruled  out  other  causes  for 
this  condition,  and  whose  toxoplasmosis  dye 
or  skin  test  is  positive  in  significant  degree. 

Tonographic  Studies  in  Glaucoma. — Studies 
on  the  tolerance  of  outflow  mechanism  of 
aqueous  humor  in  the  human  eye  by  means  of 
clinical  tonography  and  pharmacological  tech¬ 
niques  are  carried  out  on  patients  suspected 
of  early  glaucoma. 

Study  of  Conjunctival  and  Corneal  Virus 
Diseases. — Patients  with  nonresponsive  inflam¬ 
matory  lesions  of  corneal  and  conjunctival 
regions  are  accepted  for  virus  studies.  These 
include  tissue  cultures  and  neutralizing  anti¬ 
body  techniques  prior  to  treatment. 
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Studies  of  Adults  and  Psychotherapy. — A 
limited  series  of  highly  selected  adult  patients 
with  the  more  chronic  schizophrenic  and 
other  “psychotic”  reactions  are  utilized  in¬ 
dividually  and  in  groups,  in  a  complex  of 
intensive  and  extensive  investigations.  Among 
current  studies  are  clinical  experimentally 
induced  feelings  of  depersonalization,  the 
psychotherapeutic  process  as  a  function  of  the 
therapist,  the  nurse  and  the  total  social  milieu 
of  the  patient,  studies  of  the  social  structure 
of  a  therapeutic  milieu,  studies  of  psychother¬ 
apy  viewed  as  learning  and  for  the  details  of 
the  intercommunication  process,  studies  of 
psychiatric  interviews  by  means  of  linguistic 
tools  and  biochemical  studies  related  to  mental 
health  problems.  Also,  studies  of  mother- 
child  interdependence  in  which  a  limited 
group  of  mothers  and  their  adult  children  who 
have  remained  emotionally  tied  to  each  other 
are  observed.  (At  present  this  group  includes 
only  mothers  and  daughters.)  Finally,  studies 
of  the  psychotherapeutic  process  and  other 
aspects  of  the  problems  raised  by  certain 
unique  cases  of  mental  illness  in  siblings  from 
multiple  human  births. 

Studies  of  Children  and  Child-Therapy. — 
Several  related  studies  are  being  pursued  in 
groups  of  disturbed  children  whose  principal 
characteristic  is  severe  aggressiveness.  Fac¬ 
tors  involved  in  rage  and  its  expression  as  well 
as  control  are  being  investigated,  special 
attempts  to  trace  the  disturbances  of  cognitive 
functions  and  of  learning  to  their  roots  are 
under  way.  Heavy  emphasis  is  given  to  the 
development  of  new  techniques  for  individual 
therapy  with  the  acting-out  child.  Among  the 
studies  pertaining  to  the  use  of  the  residential 
setting  and  the  development  of  a  “therapeutic 
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environment,”  are  these:  Role  and  strategy 
of  the  “life  space  interview,”  psychiatric 
implications  of  games  and  program  activities, 
the  impact  of  routine  and  adult  role  distribu¬ 
tion,  the  spotting  of  therapeutic  attitudes  and 
training  needs  in  the  residential  and  thera¬ 
peutic  staff,  the  emergence  of  more  accurate 
“social  perception”  in  the  children  under 
treatment,  indications  and  counterindications 
for  residential  therapy  in  settings  of  varying 
styles. 

Psychosomatic  Studies. — Studies  are  in  prog¬ 
ress  involving  comprehensive  investigation  of 
interrelations  between  metabolic  and  hemo¬ 
dynamic  alterations  and  psychological  stress 
in  selected  patients  with  diabetes  mellitus, 
cardiovascular  disease,  and  other  related 
disorders. 
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DENTAL  MEDICINE  STUDIES 

Oral  Leukoplakia. — Patients  with  leuko¬ 
plakia  or  questionable  leukoplakia  of  the  oral 
cavity,  particularly  in  association  with  dental 
prostheses  are  being  followed  on  an  outpatient 
basis  to  determine  the  relationships  of  such 
lesions  with  dental  prostheses.  Biopsies  and 
extensive  oral  surgical  procedures  are  in¬ 
cluded.  Referrals  are  made  to  the  National 
Cancer  Institute  where  indicated.  Occasional 
patients  are  hospitalized  for  more  extensive 
surgical  procedures  in  cooperation  with  the 
National  Cancer  Institute. 

Chronic  Stomatitis. — A  program  of  evaluation 
and  treatment  of  chronic  stomatitis  has  been 
initiated,  and  local  physicians  and  dentists  are 
invited  to  refer  cases  of  this  type  to  the  Dental 
Clinic  where  evaluation  studies  will  be  made 
and  a  course  of  treatment  outlined.  Particular 
interest  is  directed  at  cases  of  long-standing 
stomatitis  in  individuals  with  or  without  dental 
prosthesis  or  who  have  been  unable  to  wear 
prostheses  because  of  chronic  sore  mouths. 
Cases  in  this  category  include  long  stand¬ 
ing  gingivitis,  gingivo-stomatitis,  post  meno- 
pausalstomatitis,  desquamative  stomatitis  and 
the  like.  This  is  not  a  study  of  specific  in¬ 
fectious  or  acute  oral  conditions. 

Temporomandibular  Joint  Syndrome. — Pa¬ 
tients  with  questionable  or  a  positive  diag¬ 
nosis  of  temporomandibular  joint  syndrome 
are  evaluated  and  treated,  as  outpatients,  with 
emphasis  on  occlusal  adjustments  for  the  relief 
of  this  condition.  Neurological  and  oral 
surgery  procedures  are  a  part  of  the  study. 

Periodontal  Disease. — The  histopathology 
and  bacteriology  of  experimental  periodontal 
pockets  and  their  association  with  various 
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treatment  regimens  is  being  studied  in  out¬ 
patients.  Complete  medical  and  dental  eval¬ 
uations  are  included.  Special  attention  is  also 
being  given  to  the  acute,  severe  types  of  sto¬ 
matitis  resulting  from  the  accumulative  effects 
of  chemotherapy  in  patients  suffering  with 
cancer  and  blood  dyscrasias. 

Cysts. — A  clinical  study  of  cysts  of  the 
mandible  and  maxilla  which  includes  all  types 
of  cysts  both  odontogenic  (primordial,  follic¬ 
ular,  dentigerous,  periodontal)  and  non¬ 
odontogenic  (median,  globulomaxillary,  naso¬ 
palatine).  The  only  exclusion  in  this  study 
series  is  the  ameloblastoma,  which  presents 
special  problems  and  may  be  investigated  at  a 
later  time. 

The  study  is  an  attempt  to  shed  light  on  such 
problems  as  etiology;  predilection  for  certain 
areas;  why  only  a  small  percentage  of  residual 
granulomas  develop  cysts;  percentage  of  cysts 
that  are  foci  of  infection,  etc.  An  important 
part  of  the  study  is  treatment  evaluation,  such 
as  open  vs.  closed  methods. 

Dental  Anesthesia. — Baseline  data  is  being 
accumulated  on  patients  undergoing  oral 
surgical  procedures  under  general  anesthesia, 
particularly  intravenous  agents.  Alterations 
of  the  blood  pressure,  pulse  rate,  and  other 
physiological  changes  of  interest  are  recorded 
as  well  as  such  important  information  as  depth 
of  anesthesia,  length  of  surgical  procedure, 
duration  of  sleep,  amount  of  drug  used,  post¬ 
operative  sequela,  etc.  Included  in  this  study 
are  all  types  of  oral  surgery  and  exodontic 
procedures. 

Unusual  Increased  Bone  Densities. — As  a 
result  of  extensive  epidemiological  field 
studies,  interest  is  manifest  in  cases  of  in¬ 
creased  bone  density  or  coarsened  trabecula- 
tion  on  radiological  examination.  Diagnostic 
problems,  or  cases  of  unassociated  etiology 
are  of  particular  interest.  A  series  of  such 
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cases  is  being  compiled  for  comparison  with 
epidemiological  studies  of  normal  groups. 
Patients  of  this  series  are  seen  as  outpatients 
and  are  referred  to  the  Department  of  Radiol¬ 
ogy  for  bone  surveys.  Complete  medical  and 
dental  evaluation  is  made,  and  nutritional  and 
residence  history  taken. 

Cranio-Facial  Growth  and  Development. — 
Abnormal  patterns  of  growth  and  develop¬ 
ment  of  the  cranium,  face,  jaws,  and  dentition 
are  under  investigation.  Particular  interest 
centers  on  congenital  and  acquired  anomalies 
involving  the  cranial  vault,  lips,  palate,  and 
the  temporomandibular  articulation  in  young 
children. 

Speech  Appliances  for  Cleft  Palate. — Speech 
appliances  designed  to  assist  patients  with 
inoperable  cleft  palates  or  with  nonfunctional 
repaired  palates  are  being  studied  in  an  effort 
to  formulate  principles  of  prosthetic  design 
and  to  evaluate  functional  results.  Such  pros- 
theses  are  currently  being  constructed  for  pre¬ 
school  children  as  well  as  for  adults. 
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OF  THE  NATIONAL  INSTITUTES 
OF  HEALTH 

The  Clinical  Center  of  the  National  Institutes 
of  Health  at  Bethesda,  Md.,  is  accepting  a 
limited  number  of  patients  each  month  for  study 
and  therapy.  Studies  to  which  patients  are  cur¬ 
rently  being  admitted  are  described  briefly  in 
th  is  brochure.  Patients  are  admitted  only  on 
referral  by  a  physician. 

The  National  Institutes  of  Health  is  the  re¬ 
search  arm  of  the  Public  Health  Service  and  is 
composed  of  seven  Institutes  concerned  specifi¬ 
cally  with  basic  laboratory  investigations  and 
research  in  the  fields  of  cancer,  cardiovascular 
disease,  mental  health,  neurological  diseases  and 
blindness,  arthritis  and  metabolic  diseases,  allergy 
and  infectious  diseases,  and  dental  health.  The 
Clinical  Center  is  a  modern  facility  shared  by 
all  Institutes  for  combined  laboratory  and  clinical 
study  programs.  The  patient  care  area  is  com¬ 
parable  in  staff  and  equipment  to  any  good 
general  hospital,  with  special  provisions  for  the 
comfort  and  welfare  of  chronic  disease  patients. 

The  cooperation  and  assistance  of  physicians 
in  private  practice  and  those  associated  with 
hospitals  and  clinics  is  essential  in  the  proper 
selection  of  patients  to  participate  in  these 
studies.  Patients  should  be  referred,  and  will  be 
admitted  on  the  basis  of  a  diagnosis  which  meets 
the  requirements  for  particular  studies. 

Referring  physicians  are  kept  fully  informed  of 
the  treatment  and  progress  of  their  patients,  and 
are  welcomed  if  they  wish  to  visit.  Cooperation 
is  sought  for  the  extended  period  of  followup 
observation  which  will  usually  be  maintained 
after  patients  have  been  returned  to  the  care  of 
their  own  physicians. 
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3  6-2..  / 

1/ In 

PROCEDURE  FOR  REFERRAL  /  ?‘  7 
OF  PATIENTS 

I .  To  request  admission  of  a  patient,  physicians 
should  submit  a  brief  summary  of  the  medical 
history  and  current  situation.  This  should  be  in 
writing,  although  preliminary  inquiries  may  be 
and  frequently  are  made  by  phone.  There  are 
no  "application  forms"  to  be  filled  out. 

The  complex  organization  and  the  research 
mission  of  NIH  require  that  the  clinical  program 
be  organized  somewhat  differently  from  the  or¬ 
ganization  usually  found  in  a  university  or  other 
large  general  hospital.  For  example,  instead  of 
one,  there  are  several  separate  services  for  en¬ 
docrinology,  metabolic  studies,  childhood  dis¬ 
eases,  etc.  Similarly,  a  given  diagnosis  may  be 
of  potential  interest  to  investigators  in  two  or 
even  three  Institutes. 

When  the  referring  physician  is  certain  of  the 
Institute,  individual  investigator,  or  research 
group  that  is  likely  to  be  interested  in  his  patient, 
he  may  communicate  directly  with  the  appro¬ 
priate  person  or  organization. 

If  he  is  not  certain  as  to  which  Institute  or  re¬ 
search  group  might  be  interested,  or  if  it  is  pos¬ 
sible  that  more  than  one  Institute  might  be  in¬ 
terested,  his  communication  should  be  addressed 
to  the  Office  of  the  Director  of  the  Clinical  Cen¬ 
ter  for  circulation  among  the  potentially  inter¬ 
ested  Institutes. 

Telephone  calls  should  be  directed  to  the  Pre¬ 
admissions  office,  Ext.  746. 

2.  In  some  instances,  discussion  or  correspond¬ 
ence  in  some  detail  between  a  staff  member  of 
the  interested  Institute  and  the  referring  physician 
may  be  advisable  concerning  the  complete  diag¬ 
nosis,  and  other  facts  affecting  the  admission 
suitability  of  the  patient. 

3.  It  will  often  be  desirable  for  prospective 
patients  also  to  be  interviewed  and  examined  by 
the  Clinical  Center  physician  to  whom,  or  to  whose 
Institute,  the  patient  has  been  referred. 
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If  more  than  one  physician  is  interested  in  re¬ 
ceiving  followup  reports  on  the  patient,  the  names 
and  addresses  of  such  physicians  should  be  in¬ 
dicated  in  the  referral  letter. 

4.  The  Social  Service  Department  of  the  Clin¬ 
ical  Center,  if  necessary,  will  assist  prospective 
patients  with  personal  problems  occasioned  by 
their  admission  into  the  Center.  The  resources 
available  to  this  department  will  not,  however, 
permit  financial  assistance  to  individuals  and  their 
families. 

5.  There  is  no  charge  to  the  patient  for  medi¬ 
cal,  surgical,  or  other  hospital  services  rendered 
as  a  necessary  part  of  his  participation  on  a  re¬ 
search  project. 

ELIGIBILITY  REQUIREMENTS 

1.  The  patient's  specific  disease  or  other  con¬ 
dition  must  be  under  active  investigation  by 
National  Institutes  of  Health  physicians  at  the 
time  of  admission. 

2.  The  patient  must  be  referred  by  his  own 
physician  or  by  a  qualified  physician  in  a  hospital, 
clinic,  or  other  medical  organization. 

3.  Factors  which  have  to  be  taken  into  consid¬ 
eration  by  the  National  Institutes  of  Health,  and 
which  may  vary  with  different  studies,  are  age, 
weight,  sex,  general  health,  and  length  of  existing 
waiting  list  of  qualified  patients.  Possibilities 
for  long-term  inpatient  status  or  extended  follow¬ 
up  observations,  or  both,  may  be  important  cri¬ 
teria.  There  are  no  residential  or  citizenship 
requirements  and  no  restrictions  based  on  race, 
creed,  or  color. 

4.  The  patient  must  have  a  reasonable  under¬ 
standing  of  his  role  in  a  research  study  and  be 
willing  to  participate. 

5.  The  selection  of  non-competent  patients 
(for  psychiatric  studies)  because  of  special  pro¬ 
cedures  involved,  is  limited  almost  entirely  at 
present  to  those  individuals  already  a  part  of  the 
patient  population  of  a  mental  hospital  author¬ 
ized  to  receive  committed  patients. 


4 


LENGTH  OF  STAY 

It  should  be  clearly  understood  by  all  con¬ 
cerned  that  admission  to  the  Clinical  Center  is 
for  research  purposes  only,  and  that  the  patient 
will  be  returned  to  the  care  of  his  referring  phy¬ 
sician  or  institution,  or  to  his  family  when  his 
participation  in  a  study  has  been  completed  and 
his  medical  condition  permits.  Acting  on  behalf 
of  the  Director,  National  Institutes  of  Health, 
the  Clinical  Director  of  the  Institute  in  which  the 
patient  is  under  study  is  responsible  for  making 
these  determinations. 

CLINICAL  STUDIES 

The  principal  study  projects  for  which  patients 
will  be  admitted  during  the  current  period,  to¬ 
gether  with  some  of  the  more  important  diagnos¬ 
tic  or  other  criteria,  are  described  briefly  in  the 
following  pages. 

This  listing  is  revised  and  reissued  periodically. 
On  request,  hospitals,  clinics,  medical  schools, 
medical  societies,  medical  journals,  and  individ¬ 
ual  physicians  will  be  placed  on  a  mailing  list 
to  receive  these  as  issued. 
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THE  CLINICAL  DIRECTORS 


National  Cancer  Institute, 

Charles  G.  Zubrod,  M.  D.,  Clinical  Director 

National  Heart  Institute, 

Luther  L  Terry,  M.  D.,  Chief,  General  Medicine  and 
Experimental  Therapeutics  Branch 

National  Institute  of  Arthritis  and  Metabolic  Diseases, 
Joseph  J.  Bunim,  M.  D.,  Chief  of  Clinical  Investigations 

National  Institute  of  Allergy  and  Infectious  Diseases, 
Norman  B.  McCullough,  M.  D.,  Chief,  Laboratory  of  Clin¬ 
ical  Investigation 

National  Institute  of  Neurological  Diseases  and  Blindness, 
G.  Milton  Shy,  M.  D.,  Clinical  Director 

National  Institute  of  Mental  Health, 

Robert  A.  Cohen,  M.  D.,  Director  of  Clinical  Investigations 

National  Institute  of  Dental  Research, 

James  J.  Kennedy,  D.  D.  S.,  Chief,  Clinical  Investigations 
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NATIONAL  CANCER  INSTITUTE 

CHARLES  G.  ZUBROD,  M.  D.,  Clinical  Director 
Admitting  Officer:  Clyde  O.  Brindley,  M.  D. 

In  referring  patients  to  the  Cancer  Institute, 
please  write  or  call  either  the  appropriate  phy¬ 
sician  listed  at  the  beginning  of  each  paragraph 
or  the  Admitting  Officer. 

RADIATION  BRANCH 

Chief:  Dr.  J.  Robert  Andrews 

The  clinical  programs  of  the  Radiation 
Branch  are  generally  concerned  with  efforts  to 
modify  the  radiation  response  of  tumors  and  to 
protect  the  normal,  and  especially  the  hema¬ 
topoietic  tissues,  against  the  harmful  effects  of 
ionizing  radiations,  with  the  study  of  the  re¬ 
sponse  of  specific  cancers  to  ionizing  radiations, 
with  the  improvement  of  radiation  and  com¬ 
bined  radiation  and  surgical  techniques,  with 
studies  of  the  radiosensitivity  of  tumors,  and 
with  the  study  of  rare  types  or  unusual  mani¬ 
festations  of  cancer. 

Appropriate  clinical  material  for  the  study  of 
modifications  of  radiation  response  from  the 
point  of  view  of  differential  cancer  and  normal 
tissue  effects  are  cases  of  squamous  cell  car¬ 
cinoma  of  the  oral  cavity,  paranasal  sinuses, 
oropharynx  and  laryngopharynx. 

From  the  point  of  view  of  possibilities  of  in¬ 
creasing  the  sensitivity  of  tumors  to  ionizing 
radiations,  cases  of  Hodgkin’s  disease  and  malig¬ 
nant  lymphoma  which  have  not  been  previously 
treated  are  suitable.  Appropriate  material  for 
clinical  studies  of  the  possibility  of  protecting 
the  hematopoietic  system  against  the  harmful 
effects  of  ionizing  radiations  are  cases  of  cancer 
of  the  testis  and  ovary  which  are  disseminated 
in  the  abdomen  and  chest,  but  not  elsewhere, 
and  selected  cases  of  Hodgkin’s  disease  and 
malignant  lymphoma. 
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Specific  types  of  cancers  which  are  under 
study  in  reference  to  improved  radiation  tech¬ 
niques  are  cancer  of  the  esophagus,  mycosis 
fungoides,  chondrosarcoma,  and  cancer  of  the 
thyroid  gland,  and  in  respect  to  radiation  and 
surgical  techniques,  cancer  of  the  urinary 
bladder. 

Studies  of  radiosensitivity  of  tumors  are  con¬ 
cerned  with  cases  of  cancer  of  the  head  and 
neck  in  childhood  where  a  variety  of  types  of 
cancers  with  extreme  ranges  of  radiosensitivity 
occurs. 

Rare  types  of  cancer  and  unusual  manifesta¬ 
tions  of  cancer  are  also  of  interest  for  their  study 
may  lead  to  the  development  of  new  programs 
or  to  advances  in  technique. 

All  cases  of  each  type  of  the  clinical  material 
indicated  above  may  not  be  suitable  for  the 
programs  described  on  account  of  debility, 
psychological  unadaptability,  or  other  causes. 
These  aspects  of  case  reference  have  to  be  con¬ 
sidered  on  an  individual  patient  basis  when  ad¬ 
mission  to  the  Clinical  Center  is  recommended. 

SURGERY  BRANCH 

Chief:  Dr.  Robert  R.  Smith 

Studies  of  Causes  of  Failure  of  Definitive 
Surgery  in  Primary  Operable  Cancers. — An  at¬ 
tempt  is  being  made  to  determine  why  local  re¬ 
currence  following  definitive  surgery  for  cancer 
is  so  frequent.  Patients  being  studied  are  those 
with  primary  cancer  of  the  head,  neck,  and 
breast  who  have  developed  metastases  to  re¬ 
gional  lymph  nodes;  many  of  these  are  consid¬ 
ered  of  borderline  operability.  After  definitive 
surgery  the  wound  is  washed  prior  to  closing 
and  the  sediment  is  examined  to  determine  the 
number  of  tumor  cells  present.  Attempts  are 
under  way  to  develop  means  of  preventing  the 
growth  of  these  accidentally  transplanted 
tumors  in  the  operative  wound. 
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Extensive  Surgery  in  Advanced  Cancer  of  the 
Head,  Neck,  and  Uterus. — Surgical  procedures 
more  extensive  than  those  usually  employed  in 
most  hospitals  are  being  evaluated  in  the  control 
and  palliation  of  advanced  cancer.  Conditions 
being  studied  include  primary  and  recurrent  can¬ 
cers  of  the  head  and  neck  and  of  the  corpus  and 
cervix  uteri.  Uterine  carcinomas  studied 
largely  follow  the  League  of  Nations  Classifi¬ 
cations  III  and  IV,  in  which  radiation  generally 
is  unsuccessful.  Local  chemotherapy  is  being 
studied  in  conjunction  with  surgery  of  certain 
head  and  neck  lesions. 

The  Use  of  Viruses  in  the  Destruction  of  In¬ 
operable  Carcinoma  of  the  Cervix. — In  the  past 
year  it  has  been  demonstrated  that  the  APC 
(adeno)  viruses  cause  necrosis  of  epidermoid 
carcinoma  of  the  cervix.  It  is  now  possible  to 
administer  large  amounts  of  APC  viruses  with¬ 
out  ill  effects  to  the  patient.  Patients  with  in¬ 
operable  carcinoma  of  the  cervix  will  be  studied, 
using  these  viruses  in  an  attempt  to  destroy 
large  portions  of  the  tumor. 

Primary  Operable  Cancers. — At  intervals  a 
few  patients  with  operable  primary  malignant 
lesions  are  admitted  for  histologic,  biochemical, 
and  other  research  studies. 

ENDOCRINOLOGY  BRANCH 

Chief:  Dr.  Roy  Hertz 

Endocrinologic  and  Metabolic  Aspects  of 
Cancer  of  the  Breast. — Women  and  men  with 
mammary  cancer  that  cannot  be  treated  by  de¬ 
finitive  means  are  being  treated  with  massive 
doses  of  steroid  hormones.  New  methods  of 
hormone  therapy  for  palliation  are  being  sought, 
and  detailed  analyses  of  endocrinologic  and 
metabolic  factors  operating  in  relation  to  the 
course  of  cancer  of  the  breast  are  being  studied. 

Massive  Estrogen  Therapy  in  Prostatic  Can¬ 
cer, . — Men  with  prostatic  cancer  preferably  not 


9 


previously  treated  are  being  studied  in  a  clinical 
evaluation  of  massive  intravenous  estrogen 
therapy.  The  mechanism  of  elevation  of  serum 
acid  phosphatase  is  also  being  studied. 

Hormonal  Therapy  of  Cancer  of  Uterine  Cer¬ 
vix. — Patients  with  cancer  of  the  uterine  cervix, 
not  suitable  for  definitive  therapy,  are  being 
studied  to  learn  whether  steroid  therapy,  par¬ 
ticularly  estrogen  or  progesterone,  has  any  bene¬ 
ficial  effect. 

Hormone-Producing  Tumors. — Patients  with 
hormone-producing  tumors  of  the  pituitary, 
adrenal,  ovary,  testis,  parathyroid,  and  chorion 
are  being  studied.  Syndromes  are  characterized 
completely,  both  in  endocrinologic  and  meta¬ 
bolic  terms  before  and  after  therapy.  Tissue 
from  such  tumors  is  grown  in  vitro  and  the 
supernatant  fluid  is  tested  for  hormonal  activity 
by  bioassay.  Cases  of  chorioepithelioma  of  the 
uterus  and  testis  are  especially  needed. 

Analysis  of  Abnormalities  of  Somatic 
Growth. — Detailed  endocrine  and  metabolic 
analysis  is  being  done  on  patients  presenting 
abnormalities  of  somatic  growth  and  develop¬ 
ment,  particularly  in  such  hormone-dependent 
tissues  as  the  genital  tract.  Patients  with 
ovarian  agenesis,  adrenogenital  syndrome, 
gigantism,  dwarfism,  and  hermaphroditism  are 
especially  required. 

CHEMOTHERAPY  SECTION 

Head:  Dr.  Emil  Frei,  III 

Leukemia  and  Allied  Diseases. — Acute  leu¬ 
kemia  is  under  intensive  study.  The  purposes 
of  the  study  are:  Improvement  in  chemotherapy 
with  emphasis  on  Amethopterin  and  6-Mercapto- 
purine;  the  trial  of  new  and  more  active  anti¬ 
leukemic  agents;  improved  methods  in  studying 
and  managing  infections,  bleeding,  and  other 
complications;  and  basic  studies  of  the  nature  of 
the  leukemic  process.  All  patients  with  acute 
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leukemia  of  any  type  are  of  interest  for  this 
study,  without  restriction  as  to  age.  Selected 
patients  with  chronic  leukemia,  multiple  mye¬ 
loma,  lymphosarcoma,  and  Hodgkin’s  disease 
are  admitted  for  study  of  metabolic  changes  and 
for  treatment. 

Chemotherapy  of  Solid  Tumors. — The  search 
continues  for  a  chemical  agent  which  will  cause 
regression  of  carcinomas  and  other  solid  tu¬ 
mors.  For  the  evaluation  of  new  antitumor 
agents  there  is  a  need  for  large  numbers  of 
patients  with  metastatic  spread.  Patients  with 
skin  metastases  are  especially  needed,  as  their 
tumors  can  be  followed  most  accurately.  Pa¬ 
tients  with  pulmonary,  bone,  and  other  meas¬ 
urable  metastases  are  also  of  interest  in  the  eval¬ 
uation  of  chemotherapeutic  agents.  The  tumors 
of  childhood  are  of  equal  interest  to  those  of  the 
adult. 

METABOLISM  SECTION 

Head:  Dr.  Nathaniel  Berlin 

Metabolic  Alterations  Brought  About  in  the 
Patient  Because  of  the  Presence  of  Tumor. — 
Carefully  selected,  cooperative,  and  preferably 
ambulatory  subjects  including  school  age  chil¬ 
dren  with  a  wide  variety  of  cancer  and  allied  dis¬ 
orders  including  ulcerative  colitis  and  sprue  are 
admitted  to  the  metabolism  service  for  detailed 
studies  in  the  over-all  and  intermediary  metab¬ 
olism  of  protein,  fat,  carbohydrate,  minerals, 
electrolytes,  vitamins,  calories,  and  water.  All 
studies  are  planned  to  include  adequate  control 
periods  as  well  as  periods  during  which  meta¬ 
bolic  changes  in  response  to  nutritional,  chemo¬ 
therapeutic,  endocrine,  or  radiologic  therapy 
are  under  observation. 

In  addition,  metabolism  of  vitamin  B12  is 
being  studied  in  patients  with  pernicious  anemia 
and  chronic  myelocytic  leukemia. 

Hyperuricemia. — The  renal  excretion  and 
over-all  and  intermediary  metabolism  of  uric 


11 


acid  in  patients  with  leukemia,  myeloid  meta¬ 
plasia,  solid  tumors,  gout,  and  other  conditions, 
including  renal  failure,  characterized  by  hyper¬ 
uricemia  are  being  investigated. 

Macro  globulin  emia  and  Cryoglobulinemia. — 
Patients  with  macroglobulinemia  and  cryo¬ 
globulinemia  are  being  studied. 

DERMATOLOGY  SECTION 

Head:  Dr.  Eugene  Van  Scoff 

Exfoliative  Dermatitis  and  Psoriasis. — Pa¬ 
tients  with  severe  disease  are  admitted  as  out¬ 
patients  or  hospitalized  for  therapy  and  inves¬ 
tigative  studies.  Studies  include  quantitative 
determinations  of  certain  amino  acids  in  ex¬ 
foliated  scales,  for  comparison  with  amino  acid 
composition  of  scales  from  other  skin  diseases 
and  the  stratum  corneum  from  normal  skin. 

PHARMACOLOGY  SECTION 

Acting  Head:  Dr.  Charles  G.  Zubrod 

Chemotherapy  of  Malignant  Carcinoid. — Pa¬ 
tients  with  malignant  carcinoid,  who  are  excret¬ 
ing  abnormal  amounts  of  serotonin,  are  admitted 
in  cooperation  with  the  National  Heart  Institute 
for  studies  with  chemotherapeutic  agents.  These 
patients  are  of  particular  value  in  the  search  for 
a  drug  which  might  cause  tumor  regression  be¬ 
cause  the  urinary  excretion  of  serotonin  and  its 
metabolites  provides  an  easily  measurable  index 
of  drug  action. 
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National  Heart  Institute 

LUTHER  L.  TERRY,  M.  D.,  Chief , 

General  Medicine  and  Experimental 
Therapeutics  Branch 

Car dio dynamics. — Factors  controlling  blood 
flow  and  pressure  are  under  study.  Patients  with 
primary  pulmonary  hypertension  or  patent 
ductus  arteriosus  with  reversed  flow  are  being 
studied  with  newer  drugs  in  a  search  for  meth¬ 
ods  to  control  the  pulmonary  arterial  pressure. 
The  mechanism  of  cardiac  dynamics  in  patients 
with  pure  mitral  insufficiency  is  under  study,  and 
cases  with  unusually  large  left  atria  are  of  special 
interest.  In  electrocardiography  the  Wolff- 
Parkinson- White  syndrome  and  the  ECG  in  con¬ 
genital  heart  disease  are  being  studied. 

Cardio-respiratory  Physiology. — Detailed  car- 
dio-pulmonary  study  of  carefully  selected  pa¬ 
tients  with  serious  pulmonary  disease  resulting 
from  emphysema,  spinal  deformities,  pleural 
effusion,  etc.  When  secondary  polycythemia  is 
present,  these  studies  are  repeated  as  the  red 
blood  cell  mass  is  restored  to  normal  value.  Pa¬ 
tients  with  primary  pulmonary  vascular  disease 
are  of  special  interest. 

Adrenocortical  Steroids  and  Edema. — Exami¬ 
nation  of  fractionated  urine  extracts  from  pa¬ 
tients  (preferably  adults)  with  edema,  due  to 
cardiac  failure,  nephrosis,  or  other  causes,  or 
cirrhosis  with  ascites.  Studies  of  the  excretion 
of  aldosterone  by  normal  subjects  undergoing 
various  experimental  alterations  of  hemodynam¬ 
ics  and  fluid  volume. 

Studies  on  Adrenal  Steroid  Biosynthesis. — 
Studies  of  the  metabolic  pathways  of  steroid  bio¬ 
synthesis  in  man.  These  studies  require  analysis 
of  blood  and  urine  from  patients  with  the 
adrenogenital  syndrome,  Cushing’s  syndrome, 
aldosterone-producing  tumors. 

Lipid  Transport  Defects  with  Relationship  to 
Atherosclerosis. — An  investigation  of  lipid  and 
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liproprotein  metabolism  in  normal  and  disease 
states.  The  effect  of  diet,  endocrine  balance, 
and  various  pharmacologic  agents  on  levels  of 
serum  lipids  is  being  examined.  Diagnostic  re¬ 
quirements  include  hypercholesterolemia  or  hy¬ 
perlipemia,  with  or  without  clinical  evidence  of 
atherosclerosis.  Of  particular  interest  are  cases 
with  a  diagnosis  of  familial  hypercholesterole¬ 
mia,  idiopathic  hyperlipemia  and  myxedema. 

Surgical  Treatment  of  Congenital  and  Ac¬ 
quired  Heart  Disease. — New  surgical  methods 
are  being  developed  for  the  treatment  of  central 
and  peripheral  vascular  disease,  particularly 
mitral  valvular  disease,  either  stenosis  or  regur¬ 
gitation.  Methods  for  quantitative  assessment 
of  degree  of  stenosis  or  regurgitation  present 
and  a  new  operative  technique  for  correction  of 
regurgitation  are  being  used.  In  addition,  direct 
left  auricular  pressure  measurements  are  being 
made  in  patients  with  many  diverse  types  of 
heart  disease  by  a  new  trans-bronchial  method. 
Methods  are  being  developed  for  the  evaluation 
and  treatment  of  congenital  cardiac  lesions. 
Children  and  adults  suspected  of  having  in¬ 
teratrial  or  interventricular  communications  are 
particularly  desired. 

Malignant  Carcinoid  Syndrome. — The  syn¬ 
drome  includes  carcinoid  of  the  small  intestine 
with  liver  metastases,  valvular  lesions  of  the 
right  heart,  paroxysmal  flushing  of  the  skin, 
cyanosis  in  the  absence  of  arterial  anoxia,  chronic 
diarrhea,  ''asthma,”  and  edema.  Current  studies 
implicate  overproduction  of  serotonin  (5- 
hydroxytryptamine)  by  the  tumors  and  a  dis¬ 
torted  metabolism  of  tryptophan,  in  the  patho¬ 
genesis  of  this  condition.  In  addition  to  funda¬ 
mental  studies,  chemotherapy  is  under  study  in 
collaboration  with  the  Cancer  Institute. 

Vheochromocytoma. — The  precursors  and 
metabolic  fate  of  epinephrine  and  nor-epine- 
phrine  are  being  studied  in  these  patients  with 
the  object  of  establishing  a  better  diagnostic  test 
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for  this  condition.  In  established  cases  defini¬ 
tive  therapy  is  available  at  the  request  of  the 
referring  physician. 

Cardiac  Reserve. — Stress  features  of  oxygen 
consumption,  cardiac  and  blood  lactic  acid  pro¬ 
duction  are  studied  in  patients  with  varying 
degrees  of  cardiac  reserve  by  standard  exercise 
test  using  a  bicycle  ergometer.  Patients  required 
are  carefully  selected  adult  males  with  varying 
types  of  cardiac  disease,  especially  coronary 
sclerosis,  with  definite  encroachment  on  the  car¬ 
diac  reserve  and,  in  minimal  degrees,  congestive 
heart  failure. 

Essential  Hypertension. — A  broad  investiga¬ 
tion  involving  detailed  study  of  cardiac  and  renal 
function.  Therapy  includes  use  of  the  new 
drugs  available  in  this  field.  Patients  with  es¬ 
sential  hypertension,  preferably  between  15  and 
50  years  of  age;  must  not  have  serious  renal  im¬ 
pairment  or  cerebrovascular  involvement. 

Mechanism  of  Action  of  Diuretics. — Exami¬ 
nation  of  the  mechanism  by  which  various  agents 
promote  the  renal  excretion  of  sodium;  assess¬ 
ment  of  the  value  of  the  new  diuretic  agents  for 
the  treatment  of  cardiac  failure.  Patients  with 
congestive  heart  failure,  without  marked  impair¬ 
ment  of  renal  function  (blood  urea  nitrogen 
under  25,  albuminurea  2+  or  less). 

Diabetes  Insipidus. — An  examination  of  the 
mechanism  of  urine  dilution  and  concentration 
in  patients  with  true  diabetes  insipidus  or  that 
due  to  intrinsic  renal  tubule  disease  (nephro¬ 
genic  diabetes  insipidus).  Selected  patients  with 
chronic  renal  disease  not  exhibiting  symptoms  of 
uremia. 

Nephrosis  or  Nephrotic  Syndrome. — Studies 
in  selected  patients  on  pathogenesis  and  therapy 
and  on  protein  and  lipid  metabolism.  Patients 
under  five  years  of  age  usually  are  unsuitable. 
Patients  with  hypertension,  uremia,  or  pyelo¬ 
nephritis  are  not  suitable  for  these  studies. 
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National  Institute  of  Arthritis 
and  Metabolic  Diseases 

JOSEPH  J.  BUNIM,  M.  D., 

Chief  of  Clinical  Investigations 

Steroid  Metabolism . — The  metabolic  pool  and 
turnover  rate  of  hydrocortisone  and  corticoste¬ 
rone  in  man  are  being  studied  by  a  new  technique 
using  isotopically  labeled  steroids.  Other  as¬ 
pects  of  the  metabolism  of  steroids  closely  related 
to  hydrocortisone  are  studied  by  analysis  of  the 
blood  and  urine.  Patients  needed:  Addison’s 
disease  or  other  hypoadrenal  states,  Cushing’s 
disease,  adrenal  virilism,  myxedema,  thyrotoxi- 
cosisjand  acute  (infectious  hepatitis)  and  chronic 
(cirrhosis)  liver  disease. 

Sarcoidosis. — Patients  with  Boeck’s  sarcoid 
who  present  evidence  of  joint  involvement  will 
be  admitted  for  study.  The  clinical  features  and 
histopathological  changes  in  the  joint  structures 
are  being  investigated. 

The  Metabolic  Defect  in  Gout. — The  nature  of 
the  abnormality  of  uric  acid  metabolism  in  gout 
and  other  conditions  associated  with  hyperuri¬ 
cemia  is  being  studied  with  isotopically  labeled 
compounds.  Patients  with  all  forms  of  gout 
including  those  with  acute  attacks  are  desired. 
Patients  with  urate  renal  lithiasis  in  the  absence 
of  recognizable  gouty  arthritis  are  needed. 

Hereditary  Metabolic  Diseases. — The  precise 
nature  of  the  metabolic  disorder  manifest  in 
various  hereditary  diseases  is  being  studied.  At 
present  we  need  patients  with  such  disorders  as 
alkaptonuria,  tyrosinosis,  and  xanthinuria.  We 
are  investigating  a  limited  number  of  unusual 
clinical  cases  in  whom  physicians  may  have  de¬ 
tected  some  objective  evidence  of  a  familial 
metabolic  disorder.  An  example  of  such  a  dis¬ 
order  is  actalasemia,  which  so  far  has  been  de¬ 
scribed  only  in  a  Japanese  family.  Clinically, 
it  presented  a  gangrenous  stomatitis  and  was 
detected  as  being  a  metabolic  disorder  by  the 
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fact  that  hydrogen  peroxide  failed  to  bubble 
in  the  presence  of  the  patient’s  blood,  which 
itself  turned  a  dark  color  from  methemaglobin 
formation. 

Mineral  Metabolism. — Elucidation  is  sought 
concerning  the  mechanisms  of  effects  of  diet, 
hormones,  and  vitamin  D  on  mineral  metab¬ 
olism.  Precise  metabolic  balance  studies  and 
isotopic  turnover  studies  are  employed.  Osteo¬ 
porosis  and  other  bone  diseases  involving  de¬ 
mineralization  are  studied. 

Diseases  of  the  Blood. — Studies  being  done 
on  blood  coagulation  and  diseases  of  hemor¬ 
rhage  and  thrombosis  require  patients  with 
hemophilia,  hemophilioid  conditions,  circulat¬ 
ing  anticoagulants,  afibrinogenemia,  migratory 
thrombophlebitis,  and  fibrinolysis.  In  studying 
immunological  aspects  of  various  cytopenia  pa¬ 
tients  with  a  drug  sensitivity  causing  thrombo¬ 
cytopenia,  anemia,  or  granulocytopenia  are 
sought.  Patients  with  a  history  of  such  sensi¬ 
tivity,  particularly  to  the  drugs  quinine  and 
quinidine,  are  suitable  even  if  there  are  no  cur¬ 
rent  manifestations.  Patients  with  idopathic 
thrombocytopenic  purpura  are  also  of  interest. 
Patients  with  refractory  anemia,  macrocytic  ane¬ 
mia,  polycythemia,  and  abnormal  hemoglobins 
are  required  for  studies  concerning  the  regula¬ 
tion  of  erythropoiesis. 

Thyroid  Diseases. — The  metabolism  of  thy¬ 
roid  tissue  with  respect  to  hormone  synthesis 
and  transport  is  being  studied  by  radioactive 
iodine  tracer  techniques.  The  following  cate¬ 
gories  of  patients  are  required:  (1)  Cretins,  (2) 
goiter  and  hypothyroidism,  (3)  cancer  of  the 
thyroid,  (4)  pheochromocytoma. 

Reiter’s  Syndrome. — This  syndrome  is  an  acute 
or  chronic  recurring  polyarthritis  following  a 
nonspecific  urethritis,  and  is  frequently  associ¬ 
ated  with  conjunctivitis.  Study  patients  with 
this  disease  are  especially  needed  during  the  first 
2  weeks  from  onset.  Microbiological,  immuno¬ 
logical,  clinical,  and  therapeutic  studies  will 
require  an  average  hospitalization  of  4  weeks. 
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National  Institute  of  Allergy  and 
Infectious  Diseases 

NORMAN  B.  McCULLOUGH,  M.  D.,  Chief, 

Laboratory  of  Clinical  Investigations 

Acute  Glomerulonephritis . — Patients  of  any 
age  with  acute  glomerulonephritis  are  accepted 
for  admission.  Studies  embrace  certain  im¬ 
munologic  responses  and  the  relationship  to 
this  disease  of  prior  streptococcal  infection. 
Long  term  followup  observations  are  made  to 
determine  the  clinical  aftermath  of  the  disease. 

Streptococcal  Diseases;  Subacute  Bacterial 
Endocarditis. — Selected  patients  with  suppura¬ 
tive  streptococcal  disease  are  accepted  as  well  as 
patients  with  subacute  bacterial  endocarditis  and 
other  low  grade  chronic  infection  states.  Cases 
of  subacute  bacterial  endocarditis  due  to  resistant 
organisms,  or  those  not  responding  to  conven¬ 
tional  therapy,  are  particularly  desired.  Im¬ 
munological  studies  are  pursued  to  increase  our 
understanding  of  the  host-parasite  relationship. 
Experimental  therapy  is  employed  in  subacute 
bacterial  endocarditis  and  chronic  infection 
states. 

Respiratory  Viral  Diseases. — A  major  effort 
is  directed  toward  etiological  definition  of  acute 
respiratory  syndromes  of  unknown  cause.  At¬ 
tempts  are  made  to  isolate  viruses  by  use  of  tis¬ 
sue  culture,  embryonating  eggs,  and  animal 
inoculation.  A  variety  of  concurrent  clinical 
studies  are  employed.  Further  definition  of 
diagnostic  criteria  is  sought  in  certain  respira¬ 
tory  diseases  of  proved  etiology,  such  as  herpan- 
gina,  ulcerative  gingivostomatitis,  pharyngo- 
conjunctival  fever,  other  infections  due  to 
adenoviruses,  etc.,  together  with  studies  of  im¬ 
munologic  response,  and  determination  of  the 
persistence  and  sites  of  virus  in  the  host.  Pa¬ 
tients  may  have  a  pharyngitis  or  other  acute 
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respiratory  involvement  of  unknown  cause  be¬ 
lieved  to  be  of  viral  origin.  We  are  interested 
in  learning  of  the  onset  of  epidemics  of  pre¬ 
sumed  viral  disease  in  the  near  vicinity. 

Brucellosis. — This  project  is  designed  to  fur¬ 
ther  elucidate  the  diagnostic  criteria  in  brucel¬ 
losis,  with  particular  attention  being  paid  to  low 
grade  febrile  illnesses  in  which  the  Brucella  ag¬ 
glutination  titer  is  low  in  the  presence  of  symp¬ 
tomatology  consistent  with  this  diagnosis.  Clin¬ 
ically,  special  attention  is  given  to  involvement 
of  the  liver  in  brucellosis.  Patients  accepted  are 
acutely  ill  with  fever  and  have  an  agglutination 
titer  of  1/160  or  higher,  or  the  chronically  ill 
who  run  fever,  have  symptoms  consistent  with 
the  diagnosis  of  brucellosis,  and  whose  aggluti¬ 
nation  titer  is  less  than  1/160. 

Histoplasmosis,  Cryptococcosis,  and  Other 
Systemic  Fungous  Diseases. — Patients  with  cul¬ 
turally  proved  histoplasmosis,  cryptococcosis, 
and  other  systemic  fungous  diseases  are  accepted 
for  study  of  diagnostic  methods,  immunological 
responses,  and  therapy  with  various  promising 
drugs.  Patients  with  undiagnosed  multiple  pul¬ 
monary  lesions  but  no  evidence  of  tuberculosis, 
or  those  from  areas  of  high  prevalence  of  histo¬ 
plasmosis  who  are  either  acutely  or  chronically 
ill  and  are  suspected  of  having  histoplasmosis, 
may  also  be  acceptable.  Patients  with  suspected 
cryptococcosis  (menigitis  or  disseminated  dis¬ 
ease)  not  proved  by  culture  but  with  convincing 
negative  work-up  for  other  causes  will  be 
considered. 

Infectious  Hepatitis. — Patients  with  infectious 
hepatitis  are  being  studied,  with  the  primary 
effort  directed  toward  the  isolation  of  the  causa¬ 
tive  virus,  employing  tissue  culture  techniques. 
Clinical  studies  are  directed  toward  differentia¬ 
tion  of  infectious  hepatitis  and  homologous 
serum  jaundice  and  long  term  studies  of  liver 
function. 


19 


Sarcoidosis. — Sarcoidosis  is  being  studied  in 
an  attempt  to  isolate  possible  causative  agents 
and  to  reproduce  the  disease  in  previously  un¬ 
tried  experimental  animals.  Diagnostic  criteria 
and  clinical  definition  of  the  disease  are  greatly 
needed.  Family  epidemiology  of  patients  is 
being  pursued  to  possibly  uncover  common 
associations.  Patients  accepted  are  those  with 
granulomatous  disease,  proved  by  biopsy,  whose 
tuberculin  skin  test  is  negative;  any  patient  not 
proved  by  biopsy,  who  is  tuberculin  skin  test 
negative  and  has  a  pulmonary  X-ray  picture  or 
an  inflammatory  eye  lesion  consistent  with  the 
diagnosis  of  sarcoidosis. 

Aseptic  Meningitis  and  Encephalitis. — Pa¬ 
tients  with  aseptic  meningitis  or  presumed  viral 
encephalitis  are  studied  to  develop  methods  of 
diagnosis  of  this  group  of  diseases,  to  define  the 
clinical  entities  due  to  known  and  unknown 
agents,  and  to  determine  the  sequelae  of  these 
diseases.  Immunological  methods  are  used  in 
an  attempt  to  understand  the  mechanism  of 
encephalitis  occurring  after  or  late  in  the  course 
of  any  infectious  disease.  Patients  will  be  ac¬ 
cepted  for  admission  to  the  Clinical  Center  or 
seen  in  consultation  at  local  hospitals. 

Mumps. — Adult  males  with  clinically  diag¬ 
nosed  mumps  are  admitted  from  time  to  time  in  a 
study  designed  to  evaluate  immunological  re¬ 
sponses,  the  usefulness  of  the  skin  test  in  measur¬ 
ing  immunity  to  this  disease,  the  physiological 
responses  accompanying  the  disease,  and  means 
of  preventing  complications. 

Tularetnia. — Tularemia  is  being  studied  to 
determine  whether  or  not  long  term  sequelae  (in 
particular,  liver  dysfunction)  will  supervene  in 
this  disease  as  it  does  in  brucellosis.  Also, 
whether  or  not  there  is  a  disease  entity  of  chronic 
tularemia  comparable  to  chronic  brucellosis. 
Admission  criteria  include  a  clinical  diagnosis  of 
tularemia  following  exposure  to  rabbits  or  pa¬ 
tients  with  a  febrile  disease  and  an  agglutination 
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titer  against  Pasteurella  tularensis  of  1/160,  or 
higher,  or  a  known  past  history  of  tularemia 
followed  by  continued  ill  health. 

Allergy-Immunology. — Patients  are  admitted 
for  study  in  conjunction  with  basic  laboratory 
studies  on  problems  of  allergic  and  immune  re¬ 
sponse,  employing  the  techniques  of  electro¬ 
phoresis,  Coomb’s  antibody  technique,  and  re¬ 
sponse  to  different  antigenic  materials.  Patients 
may  be  individuals  with  apparent  increased  sus¬ 
ceptibility  to  infection  or  proven  hypogamma¬ 
globulinemia.  Occasionally  patients  are  ad¬ 
mitted  for  study  of  apparent  reactive  states  such 
as  asthma,  periarteritis  nodosa,  lupus  erythema- 
tosis,  and  Loefiler’s  syndrome. 

Enteric  Diseases;  Typhoid  Carrier  States. — 
Patients  with  established  carrier  states  due  to  the 
typhoid  bacillus  or  to  other  species  of  Salmo¬ 
nella  are  hospitalized  for  studies  of  the  host- 
parasite  relationship,  site  of  localization,  immu¬ 
nologic  patterns,  and  for  intensive  therapy 
employing  a  variety  of  drugs  and  methods.  Pa¬ 
tients  should  be  known  to  have  stools  positive 
for  Salmonella  for  a  period  of  one  year  or  longer. 
Other  patients  with  Salmonellosis  who  have  un¬ 
usual  complications  or  localized  disease  (such  as 
osteomyelitis)  may  be  accepted. 

Q  Fever. — Patients  with  a  known  history  of  Q 
fever  and  subsequent  chronic  or  recurrent  illness 
are  being  studied.  Objectives  are  to  determine 
whether  or  not  their  symptoms  may  be  due  to 
chronic  active  infestation  with  Coxiella  burnettii 
and  also  to  determine  the  permanent  organic 
sequelae  in  this  disease.  Besides  strictly  clinical 
studies,  extensive  effort  is  being  made  to  recover 
C.  burnettii  from  these  patients. 

Leptospirosis. — Studies  are  directed  toward 
evaluation  and  improvement  of  methods  of  diag¬ 
nosis  and  therapy,  and  toward  determining  the 
clinical  course  and  complications  and  sequelae 
due  to  the  more  recently  recognized  species  of 
Leptospira,  in  particular  L.  pomona.  Patients 
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are  admitted  with  Leptospira  demonstrable  in  the 
blood  or  urine  or  in  whom  the  agglutination  lysis 
test  is  positive.  Patients  developing  jaundice 
during  epidemics  or  following  association  with 
animals  fall  within  this  study. 

Fibrocystic  Disease  of  the  Pancreas. — A  lim¬ 
ited  number  of  infants  and  children  with  this 
disease  will  be  accepted  both  as  inpatients  and  as 
outpatients.  Studies  embrace  the  microbiologic 
flora,  biochemical  investigation  of  the  basic  na¬ 
ture  of  the  disease,  pulmonary  physiology,  and 
clinical  management. 

Nematode  and  Cestode  Infestations. — Patients 
with  diseases  due  to  selected  nematodes  and  ces- 
todes  which  have  proved  refractory  to  treatment 
may  be  accepted  for  study  and  experimental 
therapy.  Patients  with  certain  exotic  parasitic 
diseases,  where  there  is  little  known  of  the  symp¬ 
tomatology,  pathology,  or  eflicacy  of  therapy 
may  be  seen  for  diagnostic  studies  and  consid¬ 
ered  for  admission  after  the  diagnosis  has  been 
established. 

Pyelonephritis. — Studies  are  conducted  on  a 
limited  number  of  patients  with  well  established 
chronic  pyelonephritis  without  obstructive  ele¬ 
ments,  or  with  congenital  abnormalities  not 
amenable  to  surgical  correction.  The  program 
entails  both  short  and  long  term  therapy  with  a 
variety  of  selected  drugs.  Patients  should  be 
available  for  prolonged  hospitalization  and  long 
term  followup  studies. 

Amebiasis. — A  long-term  clinical  and  labora¬ 
tory  study  of  amebiasis  (due  to  E.  histolytica) 
employs  patients  with  demonstrable  organisms 
in  the  stool  or  with  a  high  complement  fixation 
titer.  Patients  with  negative  stools  and  comple¬ 
ment  fixation  titers  but  presenting  liver  or  lung 
disease  and  a  past  history  of  amebiasis  may  also 
be  accepted. 

Eilariasis,  Schistosomiasis. — Studies  on  these 
diseases  are  directed  toward  evaluation  and  im¬ 
provement  of  methods  of  diagnosis,  exhaustive 
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clinical  studies  to  determine  the  sequelae,  study 
of  immunological  responses,  and  use  of  immu¬ 
nological  methods  in  diagnosis  and  experimental 
therapy  of  the  diseases.  Any  patient  with  proved 
schistosomiasis  or  filariasis  will  be  accepted. 

Patients  who  will  be  able  to  participate  in  long 
term  clinical  and  laboratory  studies  are  most  de¬ 
sired.  Those  in  whom  either  of  these  diseases 
is  suspected  will  be  seen  for  the  performance  of 
diagnostic  studies  and  accepted  if  the  parasite  is 
found. 

Toxoplasmosis. — Patients  are  studied  to  deter¬ 
mine  the  importance  of  this  disease,  the  specific¬ 
ity  of  diagnostic  tests,  and  to  define  further  the 
clinical  entity.  Acceptable  patients  are  those 
with  fever  and  a  known  exposure  to  Toxoplasma; 
any  ill  patient  with  a  significantly  positive  com¬ 
plement  fixation  or  Sabin  dye  test  titer;  or  any 
systemically  well  patient  with  an  inflammatory 
eye  lesion  and  positive  serological  test  for  toxo¬ 
plasmosis. 
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National  Institute  of  Neurological 
Diseases  and  Blindness 

G.  MILTON  SHY,  M.  D.,  Clinical  Director 

Cerebral  Palsy. — Through  a  study  of  motor 
response  to  selective  electrical  stimulation  of  the 
incised  cerebral  peduncle,  knowledge  is  sought 
concerning  the  pathways  or  tracts  of  involuntary 
movements.  Patients  limited  to  those  with 
severe  nonprogressive  involuntary  movements. 

Myasthenia  Gravis,  Muscular  Dystrophy,  Myo¬ 
tonia. — A  broad  series  of  studies  in  neuromuscu¬ 
lar  disease  involving  diagnosis,  therapy,  path¬ 
ology,  pharmacology,  alterations  of  actomysin, 
ionic  exchange,  significance  of  pentosuria,  etc. 
Patients  should  be  over  age  14  as  biopsies  must 
be  done  under  nerve  block. 

Epilepsy. — Various  aspects  of  temporal  lobe 
epilepsy,  together  with  fundamental  study  of  the 
brain  per  se,  are  involved  in  a  series  of  integrated 
studies  employing  chemotherapeutic,  surgical, 
psychological,  biochemical,  neurological,  and 
electrical  procedures.  The  majority  of  epilepsy 
patients  are  candidates  for  surgery  and  must  be 
over  age  14,  able  to  withstand  prolonged  stimu¬ 
lation  procedures  under  local  anesthesia,  and 
meeting  the  criteria  of  a  combined  conference  of 
neurosurgeons,  neurologists,  and  electroencepha- 
lographers. 

Detection  of  Ocular  and  Orbital  Malignancy 
by  Use  of  Isotopes. — A  detection  of  malignancy 
in  the  region  of  the  eye,  the  orbit,  the  lids,  and 
the  lacrimal  gland  is  attempted  by  the  use  of 
gamma  and  beta  emitting  isotopes,  by  both  exter¬ 
nal  and  retrobulbar  counting  methods.  Prelimi¬ 
nary  studies  include  complete  X-ray  survey  of 
the  regions  involved,  plus  biopsy  as  indicated. 
Patients  accepted  for  this  study  include  those 
with  (1)  absolute  glaucoma,  (2)  phthisis  bulbi, 
(3)  retinal  detachment,  (4)  iris  tumors  and 
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masses,  (5)  retinoblastoma,  (6)  retrolental  fibro¬ 
plasia,  plus  suspected  malignancies  of  the  lids, 
orbit,  and  lacrimal  gland. 

Electroretinograpby.— Electroretinographic 
studies  on  retinal  lesions  with  particular  atten¬ 
tion  to  macular  disease  and  patients  with 
congenital  night  blindness  or  congenital  color 

blindness. 

Diagnosis  and  Treatment  of  Toxoplasmic 
Uveitis. — This  project  involves  the  study  of 
antibody  titer  in  patients  whose  previous  uveitis 
studies  have  ruled  out  other  causes  for  this  con¬ 
dition,  and  whose  toxoplasmosis  dye  or  skin  test 
is  positive  in  significant  degree. 

T ono graphic  Studies  in  Glaucoma. — Studies 
on  the  tolerance  of  outflow  mechanism  of 
aqueous  humor  in  the  human  eye  by  means  of 
clinical  tonography  and  pharmacological  tech¬ 
niques  are  carried  out  on  patients  suspected  of 
early  glaucoma. 

Study  of  Conjunctival  and  Corneal  Virus  Dis¬ 
eases. — Patients  with  nonresponsive  inflamma¬ 
tory  lesions  of  corneal  and  conjunctival  regions 
are  accepted  for  virus  studies.  These  include 
tissue  cultures  and  neutralizing  antibody  tech¬ 
niques  prior  to  treatment. 

Brain  Tumors. — Radioactive  detection  of  in¬ 
tracranial  tumors  from  external  instrumentation. 
Primary  interest  is  on  deep-lying  tumors. 


25 


National  Institute  of 
Mental  Health 

ROBERT  A.  COHEN,  M.  D., 

Director  of  Clinical  Investigations 

Schizophrenia. — There  are  a  number  of  studies 
of  this  disorder  in  the  following  major  areas: 
The  basic  psychology  of  the  schizophrenic,  in¬ 
cluding  studies  of  the  nature  of  preparation  for 
response,  perception,  reaction  time  and  learning, 
speech  behavior,  and  interpersonal  interaction 
patterns;  the  study  of  the  effects  of  biological 
and  pharmacological  agents  and  physiological 
alterations  as  they  are  related  to  schizophrenia; 
the  nature  of  the  therapeutic  community  of  the 
ward  and  the  hospital  and  their  effects  on  the 
schizophrenic  patient;  the  nature  of  the  effect  of 
the  family,  the  group,  the  community  and  society 
at  large  as  they  pertain  to  the  development  of 
schizophrenia. 

Aggressive  Children. — Several  related  studies 
are  being  pursued  in  children  whose  principal 
characteristic  is  severe  aggressive,  anti-social  be¬ 
havior.  Factors  involved  in  rage,  its  expression 
and  control,  are  being  investigated.  The  origins 
of  disturbances  in  learning  and  cognitive  func¬ 
tioning  in  hyperaggressive  children  are  being 
traced.  The  use  of  the  residential  setting  and 
the  therapeutic  environment  provided  are  being 
studied  with  special  emphasis  on  the  nature  of 
the  social  structure,  the  influence  of  special  activi¬ 
ties  and  experiences,  the  physical  facilities,  and 
overall  life  routine.  Studies  of  the  family  and 
the  environment  as  they  are  related  to  the  prob¬ 
lems  of  the  aggressive  child  are  being  carried  out. 

Somato  psychic  1  nterrelationships. — Extensive 
studies  are  being  carried  out  in  the  field  of 
somatopsychic  interrelationships — i.  e.,  the  effect 
of  drugs,  brain  damage,  physical  illnesses,  and 
senescence  on  psychological  function.  For  ex¬ 
ample,  now  underway  are  studies  of  the  biologi¬ 
cal  correlates  of  schizophrenia  which  include 
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surveys  of  many  indices  of  endocrine,  biochemi¬ 
cal,  and  metabolic  status  in  schizophrenic 
patients. 

Psychotherapy. — This  important  instrument 
investigation  for  the  study  of  personality  and 
interpersonal  relations  is  being  studied  in  its 
various  forms:  individual  and  group;  suppor¬ 
tive  and  psychoanalytic.  The  psychotherapeutic 
process  in  areas  of  our  special  interest,  schizo¬ 
phrenia  and  hyperaggressive  children,  is  being 
studied  through  the  media  of  recorded  interviews 
and  through  sound  films  of  interviews.  The 
attempt  is  being  made  through  the  analysis  of 
the  psychotherapeutic  process  to  provide  data 
that  may  become  subject  to  objective  verification. 

Developmental  Processes. — Studies  in  child 
development  are  centered  especially  around  the 
early  developmental  processes,  with  emphasis  on 
the  role  of  significant  family  figures  and  their 
interactions,  the  emotional  cognitive  develop¬ 
ment  of  the  infant  and  child,  and  the  develop¬ 
ment  of  socialization  responses.  These  studies 
are  being  carried  out  with  a  group  of  families 
who  will  be  followed  on  a  long-term  longitudi¬ 
nal  basis  and  will  form  a  core  population  for 
studies  of  certain  phenomena  of  a  given  age,  or 
during  a  specified  short-term  span. 
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National  institute  of 
Dental  Research 

JAMES  J.  KENNEDY,  D.  D.  S.,  Chief, 

Clinical  Investigations 

Studies  To  Evaluate  the  Biological  Effects  of 
Present-day  Cutting  and  Grinding  Procedures. — 
Various  cutting  and  grinding  procedures,  cur¬ 
rently  employed  in  the  practice  of  operative  den¬ 
tistry,  are  being  evaluated  in  terms  of  their  effect 
on  human  dental  pulp  and  other  body  tissues. 
Standard  cavity  preparations  are  performed  on 
teeth  selected  for  extraction  by  reason  of  ortho¬ 
dontic  therapy,  unfavorable  periodontal  prog¬ 
nosis,  or  for  purposes  of  prosthetic  design. 
Normally  developed,  caries-free  teeth  are  espe¬ 
cially  sought  for  this  study. 

Normal  and  Abnormal  Patterns  of  Growth  of 
the  Head. — Cephalometric  roentgenography  is 
being  employed  for  the  study  of  normal  and 
abnormal  patterns  of  cranial  and  facial  growth. 
Particular  emphasis  is  placed  on  the  study  of 
young  children  with  congenital  and  acquired 
anomalies  of  the  facial  structure. 

Facial  and  Dental  Dysplasias. — Certain  treat¬ 
ment  procedures  for  correction  of  commonly 
seen  malrelations  of  teeth  and  jaws  are  being 
evaluated  with  cephalometric  roentgenography. 
Comparison  of  facial  growth  in  treated  and 
untreated  children  may  clarify  the  possibilities 
of  orthodontic  therapy.  Children  are  being 
treated  during  stages  when  facial  growth  is 
rapid. 

Periodontal  Disease. — Studies  on  the  relation¬ 
ship  between  local  and  systemic  factors  are  being 
pursued  in  a  bacteremia  study.  Following  cu¬ 
rettage  or  periodontal  surgery,  cultures  are  taken 
to  determine  (1)  how  often  and  under  what 
conditions  a  bacteremia  may  occur,  (2)  what 
organisms  are  associated  with  the  bacteremia, 
and  (3)  the  relationship  of  these  organisms  to 
those  found  in  the  periodontal  pocket. 
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A  study  on  the  effects  of  various  periodontal 
dressings  used  following  surgical  procedures, 
with  special  reference  to  developing  newer  and 
better  dressings,  is  also  underway. 

Patients  with  gross  evidence  of  periodontal 
disease  and  who  approximate  a  full  complement 
of  teeth  are  needed  for  these  clinical  studies. 

Dental  Cartes. — The  bacteriologic  and  bio¬ 
chemical  processes  of  the  oral  cavity  are  being 
studied  in  patients  in  an  attempt  to  find  more 
specific  causative  conditions  for  dental  caries. 
Special  attention  is  being  given  to  types  of  oral 
microorganisms  which  have  been  difficult  to  iso¬ 
late,  and  to  the  enzymatic  activities  of  these 
microorganisms.  Also,  the  biochemistry  of  sa¬ 
liva  and  the  relationship  of  dental  caries  to 
systemic  conditions  are  being  investigated. 
Referral  of  patients  with  rampant  caries,  and 
particularly  those  who  have  received  X-ray  radia¬ 
tion  of  the  head  and  neck  regions,  is  requested. 

Prosthetic  Reconstruction  for  Maxillo -Facial 
Defects. — Patients  with  abnormalities  of  the 
face,  hard  and  soft  palate,  and  maxillary  ridges 
which  result  both  from  disease  and  trauma  are 
desired.  Many  times  these  prosthetic  devices  are 
interim  treatment  before  plastic  surgery.  Speech 
appliances  designed  to  assist  patients  with  inop¬ 
erable  cleft  palates  or  with  nonfunctional  re¬ 
paired  palates  are  being  studied  in  an  effort  to 
formulate  principles  of  prosthetic  design  and  to 
evaluate  functional  results.  Such  prostheses  are 
currently  being  constructed  for  preschool  chil¬ 
dren  as  well  as  for  adults. 

Hereditary  Disturbances  in  Enamel  and  Den¬ 
tin. — Familial  studies  of  amelogenesis  imper¬ 
fecta,  hereditary  enamel  hypoplasia,  hereditary 
opalescent  dentin,  with  or  without  osteogenesis 
imperfecta  or  osteopetrosis,  are  in  progress.  In 
addition,  families  that  appear  to  have  an  inher¬ 
ited  immunity  to  dental  caries  are  desired  as  part 
of  this  project. 
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Tissue  Healing. — Clinical  studies  that  deal 
with  the  effect  of  various  methods  of  treatment 
on  healing  of  tissues  are  underway.  Selected 
patients  receive  a  thorough  physical  examina¬ 
tion,  including  blood,  urine,  and  X-ray  studies, 
in  order  to  evaluate  any  systemic  disorders  that 
may  alter  tissue  healing.  The  oral  cavity  offers 
an  ideal  field  for  such  an  investigation  because 
one  side  of  the  mouth  may  be  used  as  a  control 
for  the  other  side  in  the  same  individual.  There¬ 
fore,  patients  are  sought  who  require  extraction 
of  teeth  on  both  sides  of  the  same  arch.  Adults 
requiring  full-mouth  or  multiple  extractions  are 
desired  for  this  study. 

Histochemical  Studies  of  Oral  Tissue. — 
Studies  of  enzyme  and  other  characteristics  of 
normal  and  abnormal  oral  tissues  are  being 
undertaken  in  an  attempt  to  characterize  these 
lesions  from  a  histochemical  standpoint.  Of 
particular  interest  are  salivary  gland  tumors,  as 
well  as  normal  human  salivary  gland  tissue. 

Dental  Anesthesia. — Baseline  data  is  being 
accumulated  on  patients  undergoing  oral  surgi¬ 
cal  procedures  under  general  anesthesia,  partic¬ 
ularly  intravenous  agents.  Alterations  of  the 
blood  pressure,  pulse  rate,  and  other  physiologi¬ 
cal  changes  of  interest  are  recorded  as  well  as 
such  important  information  as  depth  of  anes¬ 
thesia,  length  of  surgical  procedure,  duration  of 
sleep,  amount  of  drug  used,  post-operative  se¬ 
quela,  etc.  Included  in  this  study  are  all  types 
of  oral  surgery  and  exodontic  procedures. 

Unusual  Increased  Bone  Densities  and  Abnor¬ 
mal  Calcium  Metabolism. — The  results  of  radio- 
logic  and  clinical  epidemiologic  field  studies  con¬ 
stitute  the  basis  of  research  interest  in  cases  of 
increased  bone  density,  coarsened  trabeculation, 
ligamentous  calcification  and  exostoses;  detect¬ 
able  on  radiologic  examination. 

Chronic  and  Acute  Stomatitis. — Diagnostic 
and  etiological  studies  of  chronic  stomatitis  are 
in  progress.  Cases  of  chronic  gingivitis,  gin- 
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givo-stomatitis,  chronic  herpetic  and  aphthous 
stomatitis,  lichen  planus,  and  desquamative 
stomatitis  are  needed.  "Denture  sore"  mouths 
are  also  of  interest. 

Cysts. — Cysts  of  the  mandible  and  maxilla 
including  odontogenic  (primordial,  follicular, 
dentigerous,  periodontal)  and  nonodontogenic 
(median,  globulomaxillary,  nasopalatine)  are 
under  investigation.  The  purpose  of  this  study 
is  to  accumulate  data  relative  to  the  incidence, 
site,  and  etiological  factors  of  such  lesions.  One 
aspect  of  this  study  is  to  evaluate  various  modes 
of  therapy. 

Oral  Leukoplakia. — Patients  with  leukoplakia 
or  similar  type  lesions  are  being  investigated  over 
long  periods  of  time  to  discover  etiological  fac¬ 
tors.  Particular  emphasis  is  being  placed  on  the 
possible  role  of  dental  irritations  in  producing 
such  lesions.  This  study  is  being  conducted  in 
conjunction  with  the  staff  of  the  National  Cancer 
Institute. 
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OF  THE  NATIONAL  INSTITUTES 
OF  HEALTH 

The  Clinical  Center  of  the  National  Institutes 
of  Health  at  Bethesda,  Md.,  is  accepting  a 
limited  number  of  patients  each  month  for  study 
and  therapy.  Studies  to  which  patients  are  cur¬ 
rently  being  admitted  are  described  briefly  in 
this  brochure.  Patients  are  admitted  only  on 
referral  by  a  physician. 
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The  National  Institutes  of  Health  is  the  re¬ 
search  arm  of  the  Public  Health  Service  and  is 
composed  of  seven  Institutes  concerned  specifi¬ 
cally  with  basic  laboratory  investigations  and 
research  in  the  fields  of  cancer,  cardiovascular 
disease,  mental  health,  neurological  diseases  and 
blindness,  arthritis  and  metabolic  diseases,  allergy 
and  infectious  diseases,  and  dental  health.  The 
Clinical  Center  is  a  modern  facility  shared  by 
all  Institutes  for  combined  laboratory  and  clinical 
study  programs.  The  patient  care  area  is  com¬ 
parable  in  staff  and  equipment  to  any  good 
general  hospital,  with  special  provisions  for  the 
comfort  and  welfare  of  chronic  disease  patients. 

The  cooperation  and  assistance  of  physicians 
in  private  practice  and  those  associated  with 
hospitals  and  clinics  is  essential  in  the  proper 
selection  of  patients  to  participate  in  these 
studies.  Patients  should  be  referred,  and  will  be 
admitted  on  the  basis  of  a  diagnosis  which  meets 
the  requirements  for  particular  studies. 

Referring  physicians  are  kept  fully  informed  of 
the  treatment  and  progress  of  their  patients,  and 
are  welcomed  if  they  wish  to  visit.  Cooperation 
is  sought  for  the  extended  period  of  followup 
observation  which  will  usually  be  maintained 
after  patients  have  been  returned  to  the  care  of 
their  own  physicians. 


2 


3(o2-.  >2- 
Un  3  c— 

/  & 

PROCEDURE  FOR  REFERRAL 
OF  PATIENTS 

I .  To  request  admission  of  a  patient,  physicians 
should  submit  a  brief  summary  of  the  medical 
history  and  current  situation.  This  should  be  in 
writing,  although  preliminary  inquiries  may  be 
and  frequently  are  made  by  phone.  There  are 
no  "application  forms"  to  be  filled  out. 

* 

The  complex  organization  and  the  research 
mission  of  NIH  require  that  the  clinical  program 
be  organized  somewhat  differently  from  the  or¬ 
ganization  usually  found  in  a  university  or  other 
large  general  hospital.  For  example,  instead  of 
one,  there  are  several  separate  services  for  en¬ 
docrinology,  metabolic  studies,  childhood  dis¬ 
eases,  etc.  Similarly,  a  given  diagnosis  may  be 
of  potential  interest  to  investigators  in  two  or 
even  three  Institutes. 

When  the  referring  physician  is  certain  of  the 
Institute,  individual  investigator,  or  research 
group  that  is  likely  to  be  interested  in  his  patient, 
he  may  communicate  directly  with  the  appro¬ 
priate  person  or  organization. 

If  he  is  not  certain  as  to  which  Institute  or  re¬ 
search  group  might  be  interested,  or  if  it  is  pos¬ 
sible  that  more  than  one  Institute  might  be  in¬ 
terested,  his  communication  should  be  addressed 
to  the  Office  of  the  Director  of  the  Clinical  Cen¬ 
ter  for  circulation  among  the  potentially  inter¬ 
ested  Institutes. 
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Telephone  calls  should  be  directed  to  the  Pre¬ 
admissions  office,  Ext.  746. 

2.  In  some  instances,  discussion  or  correspond¬ 
ence  in  some  detail  between  a  staff  member  of 
the  interested  Institute  and  the  referring  physician 
may  be  advisable  concerning  the  complete  diag¬ 
nosis  and  other  facts  affecting  the  admission 
suitability  of  the  patient. 

3.  It  will  often  be  desirable  for  prospective 
patients  also  to  be  interviewed  and  examined  by 
the  Clinical  Center  physician  to  whom,  or  to  whose 
Institute,  the  patient  has  been  referred. 
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If  more  than  one  physician  is  interested  in  re¬ 
ceiving  followup  reports  on  the  patient,  the  names 
and  addresses  of  such  physicians  should  be  in¬ 
dicated  in  the  referral  letter. 

4.  The  Social  Service  Department  of  the  Clin¬ 
ical  Center,  if  necessary,  will  assist  prospective 
patients  with  personal  problems  occasioned  by 
their  admission  into  the  Center.  The  resources 
available  to  this  department  will  not,  however, 
permit  financial  assistance  to  individuals  and  their 
families. 

5.  There  is  no  charge  to  the  patient  for  medi¬ 
cal,  surgical,  or  other  hospital  services  rendered 
as  a  necessary  part  of  his  participation  on  a  re¬ 
search  project.  However,  the  patient's  trans¬ 
portation  costs  cannot  be  paid  by  the  Center. 

ELIGIBILITY  REQUIREMENTS 

1.  The  patient's  specific  disease  or  other  con¬ 
dition  must  be  under  active  investigation  by 
National  Institutes  of  Health  physicians  at  the 
time  of  admission. 

2.  The  patient  must  be  referred  by  his  own 
physician  or  by  a  qualified  physician  in  a  hospital, 
clinic,  or  other  medical  organization. 

3.  Factors  which  have  to  be  taken  into  consid¬ 
eration  by  the  National  Institutes  of  Health,  and 
which  may  vary  with  different  studies,  are  age, 
weight,  sex,  general  health,  and  length  of  existing 
waiting  list  of  qualified  patients.  Possibilities 
for  long-term  inpatient  status  or  extended  follow¬ 
up  observations,  or  both,  may  be  important  cri¬ 
teria.  There  are  no  residential  or  citizenship 
requirements  and  no  restrictions  based  on  race, 
creed,  or  color. 

4.  The  patient  must  have  a  reasonable  under¬ 
standing  of  his  role  in  a  research  study  and  be 
willing  to  participate. 

5.  The  selection  of  non-competent  patients 
(for  psychiatric  studies)  because  of  special  pro¬ 
cedures  involved,  is  limited  almost  entirely  at 
present  to  those  individuals  already  a  part  of  the 
patient  population  of  a  mental  hospital  author¬ 
ized  to  receive  committed  patients. 
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LENGTH  OF  STAY 

It  must  be  clearly  understood  by  all  con¬ 
cerned  that  admission  to  the  Clinical  Center  is 
tor  research  purposes  only,  and  that  the  patient 
will  be  returned  to  the  care  of  his  referring  phy¬ 
sician  or  institution,  or  to  his  family  when  his 
participation  in  a  study  has  been  completed  and 
his  medical  condition  permits.  Acting  on  behalf 
of  the  Director,  National  Institutes  of  Health, 
the  Clinical  Director  of  the  Institute  in  which  the 
patient  is  under  study  is  responsible  for  making 
these  determinations. 

CLINICAL  STUDIES 

The  principal  study  projects  for  which  patients 
will  be  admitted  during  the  current  period,  to¬ 
gether  with  some  of  the  more  important  diagnos¬ 
tic  or  other  criteria,  are  described  briefly  in  the 
following  pages. 

This  listing  is  revised  and  reissued  periodically. 
On  request,  hospitals,  clinics,  medical  schools, 
medical  societies,  medical  journals,  and  individ¬ 
ual  physicians  will  be  placed  on  a  mailing  list 
to  receive  these  as  issued. 
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THE  CLINICAL  DIRECTORS 


Clinical  Center 

Jack  Masur,  M.  D.,  Director 

Kenneth  W.  Chapman,  M.  D.,  Associate  Director 
Robert  M.  Farrier,  M.  D.,  Assistant  Director 

National  Cancer  Institute 
Charles  G.  Zubrod,  M.  D.,  Clinical  Director 

National  Heart  Institute 

Robert  W.  Berliner,  M.  D.,  Associate  Director  in 
Charge  of  Research 

National  Institute  of  Arthritis  and  Metabolic  Diseases 
Joseph  J.  Bunim,  M.  D.,  Chief  of  Clinical  Investigations 

National  Institute  of  Allergy  and  Infectious  Diseases 
John  P.  Utz,  M.  D.,  Acting  Chief,  Laboratory  of 
Clinical  Investigation 

National  Institute  of  Neurological  Diseases  and  Blindness 
G.  Milton  Shy,  M.  D.,  Clinical  Director 

National  Institute  of  Mental  Health 

Robert  A.  Cohen,  M.  D.,  Director  of  Clinical  Investi¬ 
gations 

National  Institute  of  Dental  Research 

Robert  M.  Stephan,  D.  D.  S.,  Acting  Chief,  Clinical 
Investigations  Branch 
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NATIONAL  CANCER  INSTITUTE 

CHARLES  G.  ZUBROD,  M.  D.,  Clinical  Director 
Admitting  Officer :  Clyde  O.  Brindley,  M.  D. 

In  referring  patients  to  the  Cancer  Institute, 
please  write  or  call  either  the  appropriate  phy¬ 
sician  listed  at  the  beginning  of  each  paragraph 
or  the  Admitting  Officer. 

RADIATION  BRANCH 

Chief:  Dr.  J.  Robert  Andrews 

The  research  programs  of  the  Radiation 
Branch  are  generally  concerned  with  the  study 
of  mechanisms  causing  the  radiation  effect,  the 
study  of  manifestations  of  the  radiation  effect, 
the  investigation  of  means  for  modifying  the 
radiation  effect,  and  the  improvement  of  meth¬ 
ods  for  the  application  of  ionizing  radiations 
in  biological  and  medical  research.  Working 
groups  within  the  Radiation  Branch  include  the 
Radiation  Medicine  Service,  the  Radiation  Biol¬ 
ogy  Section,  and  the  Radiation  Physics  Section. 
The  Radiation  Medicine  Service  is  responsible 
for  clinical  radiation  therapy  research  but  the 
skills  of  the  other  groups  are  available  for  con¬ 
sultation  and  participation. 

Studies  of  the  mechanism,  manifestations,  and 
modification  of  the  radiation  effect  are  included 
under  the  general  heading  of  clinical  radiation 
biology.  In  reference  to  anticancer  effects  and 
dose-effect  correlation  cases  of  carcinoma  of  the 
mouth;  pharynx;  and  paranasal  sinuses;  car¬ 
cinoma  of  the  urinary  bladder  (only  the  ad¬ 
vanced  cases  of  cancer  of  the  urinary  bladder 
with  proved  invasive  tumor  or  extra-vesical 
extension  of  tumor  are  being  admitted);  small 
round  cell  tumors  of  childhood;  and  carcinoma 
of  the  esophagus  are  appropriate  and  such  cases 
are  being  admitted  at  the  present  time. 

In  the  study  of  the  injurious  effects  of  ionizing 
radiations,  with  special  attention  to  the  hema¬ 
tological  effects,  cases  of  cancer  of  the  testicle 
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are  appropriate,  and  cases  of  acute  leukemia 
would  be  admitted  for  a  cooperative  joint  study 
program  with  the  leukemia  service.  Immuno¬ 
logical  studies  in  respect  to  the  latter  are  also 
being  undertaken.  Pulmonary  damage  is  being 
studied  in  respect  to  the  irradiation  of  cases  of 
carcinoma  of  the  esophagus. 

In  respect  to  methods  and  applications  re¬ 
search,  interstitial  sources  of  ionizing  radiations 
using  radioactive  isotopes  are  being  studied  in 
relation  to  their  application  in  cases  of  inoper¬ 
able  cancer.  Cases  with  inoperable  abdominal 
tumors  but  without  widespread  abdominal,  he¬ 
patic,  or  remote  metastases  are  appropriate. 
Cases  of  carcinoma  of  the  thyroid  gland  are  also 
being  studied  under  this  general  program.  Cases 
of  chondrosarcoma  and  chordoma  are  being 
admitted  for  a  special  study  of  the  distribution 
and  metabolism  of  radioactive  sulfur  with  spe¬ 
cial  reference  to  possible  therapeutic  applica¬ 
tions  of  this  radioactive  isotope. 

Rare  types  of  cancer  and  unusual  manifesta¬ 
tions  of  cancer  are  also  of  interest  for  their  study 
may  lead  to  the  development  of  new  programs 
or  to  advances  in  technic. 

All  cases  of  each  type  of  the  clinical  material 
indicated  above  may  not  be  suitable  for  the 
programs  described  on  account  of  debility, 
psychological  unadaptability,  or  other  causes. 
These  aspects  of  case  reference  have  to  be  con¬ 
sidered  on  an  individual  basis  when  admission 
to  the  Clinical  Center  is  recommended. 

SURGERY  BRANCH 

Chief:  Dr.  Robert  R.  Smith 

Studies  of  Causes  of  Failure  of  Definitive 
Surgery  in  Primary  Operable  Cancers. — An  at¬ 
tempt  is  being  made  to  determine  why  local 
recurrent  and  distant  metastatic  cancer  develops 
so  frequently  following  definitive  surgery.  Pa¬ 
tients  suitable  for  study  are  those  with  primary 
operable  cancer  of  all  sites  except  brain,  lung, 
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and  esophagus.  Peripheral  venous  and  arterial 
blood,  as  well  as  blood  in  veins  draining  the 
cancer  site  is  studied  by  special  cytological  means 
to  demonstrate  tumor  cells.  After  definitive 
surgery  the  wound  is  washed  prior  to  closing 
and  the  sediment  examined  to  determine  the 
number  of  tumor  cells  present  in  the  wound 
washings.  Analysis  of  data  from  these  studies 
will  lead  to  better  understanding  of  the  dy¬ 
namics  of  cancer  dissemination.  Attempts  are 
underway  to  develop  means  of  preventing 
growth  of  the  "implants.” 

Extensive  Surgery  in  Advanced  Cancer  of  the 
Head ,  Neck,  and  Uterus. — Surgical  procedures 
more  extensive  than  those  usually  employed  in 
many  hospitals  are  being  evaluated  in  the  control 
and  palliation  of  advanced  cancer.  Types  of 
patients  suitable  for  this  study  include  primary, 
and  local  recurrent  cancers  of  the  head,  neck, 
and  pelvis.  Of  special  interest  are  tumors  of 
cervix  uteri  and  paranasal  sinus  cancer. 

Changes  in  Biologic  Behavior  of  Cancer  Asso¬ 
ciated  with  the  Use  of  Viruses. — In  the  past,  it 
has  been  demonstrated  that  certain  viruses  when 
injected  into  epidermoid  carcinoma  of  the 
cervix  uteri  cause  necrosis  and  limited  destruc¬ 
tion  of  the  cancer.  Attempts  are  underway  to 
adapt  the  virus  and/or  the  host  to  allow  more 
complete  destruction  of  the  cancer.  Patients 
with  advanced  cervix  cancer  limited  to  the  pelvis 
are  needed  for  this  study.  In  many  instances 
this  procedure  is  combined  with  the  surgery 
study  described  above. 

ENDOCRINOLOGY  BRANCH 

Chief:  Dr.  Roy  Hertz 

Endocrinologic  and  Metabolic  Aspects  of 
Cancer  of  the  Breast. — V^Tomen  and  men  with 
mammary  cancer  that  cannot  be  treated  by  de¬ 
finitive  means  are  being  treated  with  massive 
doses  of  steroid  hormones.  New  methods  of 
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hormone  therapy  for  palliation  are  being  sought, 
and  detailed  analyses  of  endocrinologic  and 
metabolic  factors  operating  in  relation  to  the 
course  of  cancer  of  the  breast  are  being  studied. 

Massive  Estrogen  Therapy  in  Prostatic  Can¬ 
cer. — Men  with  prostatic  cancer  preferably  not 
previously  treated  are  being  studied  in  a  clini¬ 
cal  evaluation  of  massive  intravenous  estrogen 
therapy.  The  mechanism  of  elevation  of  serum 
acid  phosphatase  is  also  being  studied. 

Hormonal  Therapy  of  Cancer  of  Uterine  Cer¬ 
vix. — Patieiits  with  cancer  of  the  uterine  cervix, 
not  suitable  for  definitive  therapy,  are  being 
studied  to  learn  whether  steroid  therapy,  par¬ 
ticularly  estrogen  or  progesterone,  has  any  bene¬ 
ficial  effect. 

Hormone-Producing  Tumors. — Patients  with 
hormone-producing  tumors  of  the  pituitary, 
adrenal,  ovary,  testis,  parathyroid,  and  chorion 
are  being  studied.  Syndromes  are  characterized 
completely,  both  in  endocrinologic  and  meta¬ 
bolic  terms  before  and  after  therapy.  Tissue 
from  such  tumors  is  grown  in  vitro  and  the 
supernatant  fluid  is  tested  for  hormonal  activity 
by  bioassay.  Cases  of  chorioepithelioma  of  the 
uterus  and  testis  are  especially  needed. 

Analysis  of  Abnormalities  of  Somatic 
Growth. — Detailed  endocrine  and  metabolic 
analysis  is  being  done  on  patients  presenting 
abnormalities  of  somatic  growth  and  develop¬ 
ment,  particularly  in  such  hormone-dependent 
tissues  as  the  genital  tract.  Patients  with 
ovarian  agenesis,  adrenogenital  syndrome, 
gigantism,  dwarfism,  and  hermaphroditism  are 
especially  required. 

CHEMOTHERAPY  SERVICE 

Head:  Dr.  Emil  Frei,  III 

Leukemia  and  Allied  Diseases. — Acute  leu¬ 
kemia  is  under  intensive  study.  The  purposes 
of  the  study  are:  Improvement  in  chemotherapy 
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with  emphasis  on  Amethopterin  and  6-Mercapto- 
purine;  the  trial  of  new  and  more  active  anti¬ 
leukemic  agents;  improved  methods  in  studying 
and  managing  infections,  bleeding,  and  other 
complications;  and  basic  studies  of  the  nature  of 
the  leukemic  process.  All  patients  with  acute 
leukemia  of  any  type  are  of  interest  for  this 
study,  without  restriction  as  to  age.  Selected 
patients  with  chronic  leukemia,  multiple  mye¬ 
loma,  lymphosarcoma,  and  Hodgkin’s  disease 
are  admitted  for  study  of  metabolic  changes  and 
for  treatment. 

Chemotherapy  of  Solid  Tumors . — The  search 
continues  for  a  chemical  agent  which  will  cause 
regression  of  carcinomas  and  other  solid  tu¬ 
mors.  For  the  evaluation  of  new  antitumor 
agents  there  is  a  need  for  large  numbers  of 
patients  with  metastatic  spread.  Patients  with 
skin  metastases  are  especially  needed,  as  their 
tumors  can  be  followed  most  accurately.  Pa¬ 
tients  with  pulmonary,  bone,  and  other  meas¬ 
urable  metastases  are  also  of  interest  in  the  eval¬ 
uation  of  chemotherapeutic  agents.  The  tumors 
of  childhood  are  of  equal  interest  to  those  of  the 
adult. 

METABOLISM  SERVICE 

Head:  Dr.  Nathaniel  Berlin 

Metabolic  Alterations  Brought  About  in  the 
Patient  Because  of  the  Presence  of  Tumor. — 
Carefully  selected,  cooperative,  and  preferably 
ambulatory  subjects  including  school  age  chil¬ 
dren  with  a  wide  variety  of  cancer  and  allied  dis¬ 
orders  including  ulcerative  colitis  and  sprue  are 
admitted  to  the  metabolism  service  for  detailed 
studies  in  the  over-all  and  intermediary  metab¬ 
olism  of  protein,  fat,  carbohydrate,  minerals, 
electrolytes,  vitamins,  calories,  and  water.  All 
studies  are  planned  to  include  adequate  control 
periods  as  well  as  periods  during  which  meta¬ 
bolic  changes  in  response  to  nutritional,  chemo¬ 
therapeutic,  endocrine,  or  radiologic  therapy 
are  under  observation. 
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In  addition,  metabolism  of  vitamin  B12  is 
being  studied  in  patients  with  pernicious  anemia 
and  chronic  myelocytic  leukemia. 

Hyperuricemia. — The  renal  excretion  and 
over-all  and  intermediary  metabolism  of  uric 
acid  in  patients  with  leukemia,  myeloid  meta¬ 
plasia,  solid  tumors,  gout,  and  other  conditions, 
including  renal  failure,  characterized  by  hyper¬ 
uricemia  are  being  investigated. 

Macro globulinemia  and  Cryoglobulinemia. — 
Patients  with  macroglobulinemia  and  cryo¬ 
globulinemia  are  being  studied. 

DERMATOLOGY  SERVICE 

Head:  Dr.  Eugene  Van  Scott 

Exfoliative  Dermatitis  and  Psoriasis.  —  Pa¬ 
tients  with  severe  disease  are  admitted  as  out¬ 
patients  or  hospitalized  for  therapy  and  inves¬ 
tigative  studies.  Studies  include  quantitative 
determinations  of  certain  amino  acids  in  ex¬ 
foliated  scales,  for  comparison  with  amino  acid 
composition  of  scales  from  other  skin  diseases 
and  the  stratum  corneum  from  normal  skin. 

Skin  Cancer. — Limited  numbers  of  patients 
with  mycosis  fungoides,  and  patients  with 
extensive  cutaneous  basal  cell  carcinomas  or 
squamous  cell  carcinomas,  are  admitted  for 
study  of  their  disease  and  investigative  therapy. 

PHARMACOLOGY  SERVICE 

Head:  Dr.  David  P.  Rail 

Chemotherapy  of  Malignant  Carcinoid. — Pa¬ 
tients  with  malignant  carcinoid,  who  are  excret¬ 
ing  abnormal  amounts  of  serotonin,  are  admitted 
in  cooperation  with  the  National  Heart  Institute 
for  studies  with  chemotherapeutic  agents.  These 
patients  are  of  particular  value  in  the  search  for 
a  drug  which  might  cause  tumor  regression  be¬ 
cause  the  urinary  excretion  of  serotonin  and  its 
metabolites  provides  an  easily  measurable  index 
of  drug  action. 
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National  Heart  Institute 

ROBERT  W.  BERLINER,  M.  D., 

Associate  Director  in  Charge 
of  Research 

C or dio dynamics. — Factors  controlling  blood 
flow  and  pressure  are  under  study.  Patients  with 
primary  pulmonary  hypertension  or  patent 
ductus  arteriosus  with  reversed  flow  are  being 
studied  with  newer  drugs  in  a  search  for  meth¬ 
ods  to  control  the  pulmonary  arterial  pressure. 
The  mechanism  of  cardiac  dynamics  in  patients 
with  pure  mitral  insufficiency  is  under  study,  and 
cases  with  unusually  large  left  atria  are  of  special 
interest.  In  electrocardiography  the  Wolff- 
Parkinson-White  syndrome  and  the  ECG  in  con¬ 
genital  heart  disease  are  being  studied. 

Cardio-respiratory  Physiology. — Detailed  car- 
dio-pulmonary  study  of  carefully  selected  pa¬ 
tients  with  serious  pulmonary  disease  resulting 
from  emphysema,  spinal  deformities,  pleural 
effusion,  etc.  When  secondary  polycythemia  is 
present,  these  studies  are  repeated  as  the  red 
blood  cell  mass  is  restored  to  normal  value.  Pa¬ 
tients  with  primary  pulmonary  vascular  disease 
are  of  special  interest. 

Adrenocortical  Steroids  and  Edema. — Exami¬ 
nation  of  fractionated  urine  extracts  from  pa¬ 
tients  (preferably  adults)  with  edema,  due  to 
cardiac  failure,  nephrosis,  or  other  causes,  or 
cirrhosis  with  ascites.  Studies  of  the  excretion 
of  aldosterone  by  normal  subjects  undergoing 
various  experimental  alterations  of  hemodynam¬ 
ics  and  fluid  volume. 

Studies  on  Adrenal  Steroid  Biosynthesis. — 
Studies  of  the  metabolic  pathways  of  steroid  bio¬ 
synthesis  in  man.  These  studies  require  analysis 
of  blood  and  urine  from  patients  with  the 
adrenogenital  syndrome,  Cushing’s  syndrome, 
aldosterone-producing  tumors. 

Lipid  Transport  Defects  with  Relationship  to 
Atherosclerosis. — An  investigation  of  lipid  and 
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lipoprotein  metabolism  in  normal  and  disease 
states.  The  effect  of  diet,  endocrine  balance, 
and  various  pharmacologic  agents  on  levels  of 
serum  lipids  is  being  examined.  Diagnostic 
requirements  include  hypercholesterolemia  or 
hyperlipemia,  with  or  without  clinical  evidence 
of  atherosclerosis.  Of  particular  interest  are 
cases  with  a  diagnosis  of  familial  hypercholes¬ 
terolemia,  idiopathc  hyperlipemia,  diabetes  with 
hyperlipemia  and  myxedema.  Also  desired  are 
certain  patients  with  lipidosis,  xanthomatous 
conditions,  or  lipodystrophies  not  necessar¬ 
ily  associated  with  abnormal  blood  lipids. 

Idiopathic  Hypoproteinemia. — Protein  metab¬ 
olism  is  being  studied  in  patients  who  manifest 
low  serum  protein  levels  (with  or  without 
edema)  and  in  whom  the  usual  causes  of  hypo¬ 
proteinemia  (cachexia,  nephrosis,  hepatic  insuf¬ 
ficiency)  are  not  present. 

Surgical  Treatment  of  Congenital  and  Ac¬ 
quired  Heart  Disease. — The  National  Heart 
Institute  has  a  broad  clinical  program  in  the 
treatment  of  congenital  and  acquired  heart  dis¬ 
eases.  Patients  with  most  forms  of  congenital 
heart  disease  amenable  or  potentially  amenable 
to  correction  are  accepted  for  diagnostic  study 
and  surgical  treatment  if  indicated.  Of  particu¬ 
lar  interest  are  children  and  adults  suspected  of 
having  interatrial  or'  interventricular  septal 
defects,  congenital  aortic  stenosis  or  other 
acyanotic  lesions.  Acquired  lesions  of  the 
mitral  and  aortic  valves  are  also  of  interest,  and 
new  methods  for  the  treatment  of  acquired 
aortic  stenosis  and  mitral  insufficiency  are  being 
employed.  The  necessary  physiologic  studies 
can  usually  not  be  carried  out  in  newborn  in¬ 
fants  and  accordingly  children  older  than  age 
two  are  ordinarily  preferred.  Previous  clinical 
studies  in  the  treatment  of  peripheral  vascular 
diseases  have  been  discontinued.  Referrals  of 
patients  with  surgical  lesions  may  be  made  di¬ 
rectly  to  Dr.  Andrew  G.  Morrow,  Chief,  Clinic 
of  Surgery. 
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Malignant  Carcinoid  Syndrome. — The  syn¬ 
drome  includes  carcinoid  of  the  small  intestine 
with  liver  metastases,  valvular  lesions  of  the 
right  heart,  paroxysmal  flushing  of  the  skin, 
cyanosis  in  the  absence  of  arterial  anoxia, 
chronic  diarrhea,  ''asthma,”  and  edema.  Current 
studies  implicate  overproduction  of  serotonin 
(5— hydroxytryptamine)  by  the  tumors  and  a  dis¬ 
torted  metabolism  of  tryptophan,  in  the  patho¬ 
genesis  of  this  condition.  In  addition  to  funda¬ 
mental  studies,  chemotherapy  is  under  study  in 
collaboration  with  the  Cancer  Institute. 

Pheocbromocytoma. — The  precursors  and 
metabolic  fate  of  epinephrine  and  nor-epine- 
phrine  are  being  studied  in  these  patients  with 
the  object  of  establishing  a  better  diagnostic  test 
for  this  condition.  In  established  cases  defini¬ 
tive  therapy  is  available  at  the  request  of  the 
referring  physician. 

Cardiac  Reserve.— Stress  features  of  oxygen 
consumption,  cardiac  and  blood  lactic  acid  pro¬ 
duction  are  studied  in  patients  with  varying 
degrees  of  cardiac  reserve  by  standard  exercise 
test  using  a  bicycle  ergometer.  Patients  required 
are  carefully  selected  adult  males  with  varying 
types  of  cardiac  disease,  especially  coronary 
sclerosis,  with  definite  encroachment  on  the  car¬ 
diac  reserve  and,  in  minimal  degrees,  congestive 
heart  failure. 

Essential  Hypertension. — A  broad  investiga¬ 
tion  involving  detailed  study  of  cardiac  and 
renal  function.  Therapy  includes  use  of  the 
new  drugs  available  in  this  field.  Patients  with 
essential  hypertension,  preferably  between  15 
and  50  years  of  age;  must  not  have  serious  renal 
impairment  or  cerebrovascular  involvement. 

Angina  Pectoris. — Selected  patients  with  an¬ 
ginas  are  being  studied  in  the  evaluation  of 
several  promising  therapeutic  agents.  Patients 
should  have  pain  on  stress  and  show  ECG 
changes  during  attacks.  Patients  should  be 
available  for  long  periods  of  observation  in  the 
hospital  or  as  outpatients. 
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Marfan’ s  Syndrome. — Because  of  the  known 
connective  tissue  defects,  a  group  of  these  pa¬ 
tients  is  being  studied  for  alterations  in  amino 
acid  metabolism.  It  is  particularly  desired  to 
obtain  patients  with  a  family  history  of  this  dis¬ 
order  or  more  than  one  individual  from  the  same 
family. 

Mechanism  of  Action  of  Diuretics. — Exami¬ 
nation  of  the  mechanism  by  which  various  agents 
promote  the  renal  excretion  of  sodium;  assess¬ 
ment  of  the  value  of  the  new  diuretic  agents  for 
the  treatment  of  cardiac  failure.  Patients  with 
congestive  heart  failure,  without  marked  impair¬ 
ment  of  renal  function  (blood  urea  nitrogen 
under  25,  albuminurea  2+  or  less). 

Diabetes  Insipidus. — An  examination  of  the 
mechanism  of  urine  dilution  and  concentration 
in  patients  with  true  diabetes  insipidus  or  that 
due  to  intrinsic  renal  tubule  disease  (nephro¬ 
genic  diabetes  insipidus) .  Selected  patients  with 
chronic  renal  disease  not  exhibiting  symptoms  of 
uremia. 

Nephrosis  or  Nephrotic  Syndrome. — Studies 
in  selected  patients  on  pathogenesis  and  therapy 
and  on  protein  and  lipid  metabolism.  Patients 
under  five  years  of  age  usually  are  unsuitable. 
Patients  with  hypertension,  uremia,  or  pyelo¬ 
nephritis  are  not  suitable  for  these  studies. 
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National  Institute  of  Arthritis 
and  Metabolic  Diseases 

JOSEPH  J.  BUNIM,  M.  D., 

Chief  of  Clinical  Investigations 

Steroid  Metabolism. — The  metabolic  pool  and 
turnover  rate  of  hydrocortisone  and  corticoste¬ 
rone  in  man  are  being  studied  by  a  new  technique 
using  isotopically  labeled  steroids.  Other  as¬ 
pects  of  the  metabolism  of  steroids  closely  related 
to  hydrocortisone  are  studied  by  analysis  of  the 
blood  and  urine.  Patients  needed:  Addison’s 
disease  or  other  hypoadrenal  states,  Cushing’s 
disease,  adrenal  virilism,  myxedema,  thyrotoxi¬ 
cosis,  and  acute  (infectious  hepatitis)  and  chronic 
(cirrhosis)  liver  disease. 

Sarcoidosis. — Patients  with  Boeck’s  sarcoid 
who  present  evidence  of  joint  involvement  will 
be  admitted  for  study.  The  clinical  features  and 
histopathological  changes  in  the  joint  structures 
are  being  investigated. 

The  Metabolic  Defect  in  Gout. — The  nature  of 
the  abnormality  of  uric  acid  metabolism  in  gout 
and  other  conditions  associated  with  hyperuri¬ 
cemia  is  being  studied  with  isotopically  labeled 
compounds.  Patients  with  all  forms  of  gout 
including  those  with  acute  attacks  are  desired. 
Patients  with  urate  renal  lithiasis  in  the  absence 
of  recognizable  gouty  arthritis  are  needed. 

Hereditary  Metabolic  Diseases. — The  precise 
nature  of  the  metabolic  disorder  manifest  in 
various  hereditary  diseases  is  being  studied.  At 
present  we  need  patients  with  such  disorders  as 
alkaptonuria,  tyrosinosis,  and  xanthinuria.  We 
are  investigating  a  limited  number  of  unusual 
clinical  cases  in  whom  physicians  may  have  de¬ 
tected  some  objective  evidence  of  a  familial 
metabolic  disorder.  An  example  of  such  a  dis¬ 
order  is  actalasemia,  which  so  far  has  been  de¬ 
scribed  only  in  a  Japanese  family.  Clinically, 
it  presented  a  gangrenous  stomatitis  and  was 
detected  as  being  a  metabolic  disorder  by  the 
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fact  that  hydrogen  peroxide  failed  to  bubble 
in  the  presence  of  the  patient’s  blood,  which 
itself  turned  a  dark  color  from  methemaglobin 
formation. 

Mineral  Metabolism. — Elucidation  is  sought 
concerning  the  mechanisms  of  effects  of  diet, 
hormones,  and  vitamin  D  on  mineral  metab¬ 
olism.  Precise  metabolic  balance  studies  and 
isotopic  turnover  studies  are  employed.  Osteo¬ 
porosis  and  other  bone  diseases  involving  de¬ 
mineralization  are  studied. 

Diseases  of  the  Blood. — Studies  being  done 
on  blood  coagulation  and  diseases  of  hemor¬ 
rhage  and  thrombosis  require  patients  with 
hemophilia,  hemophilioid  conditions,  circulat¬ 
ing  anticoagulants,  afibrinogenemia,  migratory 
thrombophlebitis,  and  fibrinolysis.  In  studying 
immunological  aspects  of  various  cytopenia  pa¬ 
tients  with  a  drug  sensitivity  causing  thrombo¬ 
cytopenia,  anemia,  or  granulocytopenia  are 
sought.  Patients  with  a  history  of  such  sensi¬ 
tivity,  particularly  to  the  drugs  quinine  and 
quinidine,  are  suitable  even  if  there  are  no  cur¬ 
rent  manifestations.  Patients  with  idopathic 
thrombocytopenic  purpura  are  also  of  interest. 
Patients  with  refractory  anemia,  macrocytic  ane¬ 
mia,  polycythemia,  and  abnormal  hemoglobins 
are  required  for  studies  concerning  the  regula¬ 
tion  of  erythropoiesis. 

Thyroid  Diseases . — The  metabolism  of  thy¬ 
roid  tissue  with  respect  to  hormone  synthesis 
and  transport  is  being  studied  by  radioactive 
iodine  tracer  techniques.  The  following  cate¬ 
gories  of  patients  are  required:  (1)  Cretins,  (2) 
goiter  and  hypothyroidism,  (3)  cancer  of  the 
thyroid,  (4)  pheochromocytoma. 

Reiter’s  Syndrome. — This  syndrome  is  an  acute 
or  chronic  recurring  polyarthritis  following  a 
nonspecific  urethritis,  and  is  frequently  associ¬ 
ated  with  conjunctivitis.  Study  patients  with 
this  disease  are  especially  needed  during  the  first 
2  weeks  from  onset.  Microbiological,  immuno¬ 
logical,  clinical,  and  therapeutic  studies  will 
require  an  average  hospitalization  of  4  weeks. 


18 


National  Institute  of  Allergy  and 
Infectious  Diseases 

JOHN  P.  UTZ,  M.  D.,  Acting  Chief, 
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Acute  Glomerulonephritis. — Patients  of  any 
age  with  acute  glomerulonephritis  are  accepted 
for  admission.  Studies  embrace  certain  im¬ 
munologic  responses  and  the  relationship  to 
this  disease  of  prior  streptococcal  infection. 
Long-term  followup  observations  are  made  to 
determine  the  clinical  aftermath  of  the  disease. 

Streptococcal  Diseases ;  Subacute  Bacterial 
Endocarditis. — Selected  patients  with  suppura¬ 
tive  streptococcal  disease  are  accepted  as  well  as 
patients  with  subacute  bacterial  endocarditis  and 
other  low  grade  chronic  infection  states.  Cases 
of  subacute  bacterial  endocarditis  due  to  resistant 
organisms,  or  those  not  responding  to  conven¬ 
tional  therapy,  are  particularly  desired.  Im¬ 
munological  studies  are  pursued  to  increase  our 
understanding  of  the  host-parasite  relationship. 
Experimental  therapy  is  employed  in  subacute 
bacterial  endocarditis  and  chronic  infection 
states. 

Respiratory  Viral  Diseases. — A  major  effort 
is  directed  toward  etiological  definition  of  acute 
respiratory  syndromes  of  unknown  cause.  At¬ 
tempts  are  made  to  isolate  viruses  by  use  of  tis¬ 
sue  culture,  embryonating  eggs,  and  animal 
inoculation.  A  variety  of  concurrent  clinical 
studies  are  employed.  Further  definition  of 
diagnostic  criteria  is  sought  in  certain  respira¬ 
tory  diseases  of  proved  etiology,  such  as  herpan- 
gina,  ulcerative  gingivostomatitis,  pharyngo- 
conjunctival  fever,  other  infections  due  to 
adenoviruses,  etc.,  together  with  studies  of  im¬ 
munologic  response,  and  determination  of  the 
persistence  and  sites  of  virus  in  the  host.  Pa¬ 
tients  may  have  a  pharyngitis  or  other  acute 
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respiratory  involvement  of  unknown  cause  be¬ 
lieved  to  be  of  viral  origin.  We  are  interested 
in  learning  of  the  onset  of  epidemics  of  pre¬ 
sumed  viral  disease  in  the  near  vicinity. 

Brucellosis. — This  project  is  designed  to  fur¬ 
ther  elucidate  the  diagnostic  criteria  in  brucel¬ 
losis,  with  particular  attention  being  paid  to  low 
grade  febrile  illnesses  in  which  the  Brucella  ag¬ 
glutination  titer  is  low  in  the  presence  of  symp¬ 
tomatology  consistent  with  this  diagnosis.  Clin¬ 
ically,  special  attention  is  given  to  involvement 
of  the  liver  in  brucellosis.  Patients  accepted  are 
acutely  ill  with  fever  and  have  an  agglutination 
titer  of  1/160  or  higher,  or  the  chronically  ill 
who  run  fever,  have  symptoms  consistent  with 
the  diagnosis  of  brucellosis,  and  whose  aggluti¬ 
nation  titer  is  less  than  1/160. 

Histoplasmosis,  Cryptococcosis,  and  Other 
Systemic  Fungous  Diseases. — Patients  with  cul¬ 
turally  proved  histoplasmosis,  cryptococcosis, 
and  other  systemic  fungous  diseases  are  accepted 
for  study  of  diagnostic  methods,  immunological 
responses,  and  therapy  with  various  promising 
drugs.  Patients  with  undiagnosed  multiple  pul¬ 
monary  lesions  but  no  evidence  of  tuberculosis, 
or  those  from  areas  of  high  prevalence  of  histo¬ 
plasmosis  who  are  either  acutely  or  chronically 
ill  and  are  suspected  of  having  histoplasmosis, 
may  also  be  acceptable.  Patients  with  suspected 
cryptococcosis  (menigitis  or  disseminated  dis¬ 
ease)  not  proved  by  culture  but  with  convincing 
negative  work-up  for  other  causes  will  be 
considered. 

Infectious  Hepatitis. — Patients  with  infectious 
hepatitis  are  being  studied,  with  the  primary 
effort  directed  toward  the  isolation  of  the  causa¬ 
tive  virus,  employing  tissue  culture  techniques. 
Clinical  studies  are  directed  toward  differentia¬ 
tion  of  infectious  hepatitis  and  homologous 
serum  jaundice  and  long  term  studies  of  liver 
function. 
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Sarcoidosis. — Sarcoidosis  is  being  studied  in 
an  attempt  to  isolate  possible  causative  agents 
and  to  reproduce  the  disease  in  previously  un¬ 
tried  experimental  animals.  Diagnostic  criteria 
and  clinical  definition  of  the  disease  are  greatly 
needed.  Family  epidemiology  of  patients  is 
being  pursued  to  possibly  uncover  common 
associations.  Patients  accepted  are  those  with 
granulomatous  disease,  proved  by  biopsy,  whose 
tuberculin  skin  test  is  negative;  any  patient  not 
proved  by  biopsy,  who  is  tuberculin  skin  test 
negative  and  has  a  pulmonary  X-ray  picture  or 
an  inflammatory  eye  lesion  consistent  with  the 
diagnosis  of  sarcoidosis. 

Meningitis  and  Encephalitis. — Patients  with 
meningitis  or  encephalitis  of  probable  infec¬ 
tious  origin  are  studied  to  improve  the  meth¬ 
ods  of  diagnosis  of  this  group  of  diseases, 
to  define  the  clinical  entities  due  to  the  known 
and  unknown  agents,  to  improve  the  methods 
of  treatment,  and  to  measure  the  sequelae  of 
these  diseases.  Those  cases  of  meningitis  in 
which  lymphocytes  predominate  in  the  spinal 
fluid,  and  especially  such  cases  as  would  be 
called  “nonparalytic  poliomyelitis,’’  are  of 
very  special  interest.  Cases  of  paralytic  polio 
will  not  as  a  general  rule  be  admitted,  how¬ 
ever.  Patients  may  be  admitted  directly  to 
the  Clinical  Center  or  seen  beforehand  in 
consultation  at  local  hospitals. 

Mumps.— Adult  males  with  clinically  diag¬ 
nosed  mumps  are  admitted  from  time  to  time  in  a 
study  designed  to  evaluate  immunological  re¬ 
sponses,  the  usefulness  of  the  skin  test  in  measur¬ 
ing  immunity  to  this  disease,  the  physiological 
responses  accompanying  the  disease,  and  means 
of  preventing  complications. 

Tularemia. — Tularemia  is  being  studied  to 
determine  whether  or  not  long  term  sequelae  (in 
particular,  liver  dysfunction)  will  supervene  in 
this  disease  as  it  does  in  brucellosis.  Also, 
whether  or  not  there  is  a  disease  entity  of  chronic 
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tularemia  comparable  to  chronic  brucellosis. 
Admission  criteria  include  a  clinical  diagnosis  of 
tularemia  following  exposure  to  rabbits  or  pa¬ 
tients  with  a  febrile  disease  and  an  agglutination 
titer  against  Pasteurella  tularensis  of  1/160,  or 
higher,  or  a  known  past  history  of  tularemia 
followed  by  continued  ill  health. 

Allergy-Immunology. — Patients  are  admitted 
for  study  in  conjunction  with  basic  laboratory 
studies  on  problems  of  allergic  and  immune  re¬ 
sponse,  employing  the  techniques  of  electro¬ 
phoresis,  Coomb’s  antibody  technique,  and  re¬ 
sponse  to  different  antigenic  materials.  Patients 
may  be  individuals  with  apparent  increased  sus¬ 
ceptibility  to  infection  or  proven  hypogamma¬ 
globulinemia.  Occasionally  patients  are  ad¬ 
mitted  for  study  of  apparent  reactive  states  such 
as  asthma,  periarteritis  nodosa,  lupus  erythema- 
tosis,  and  Loeffler’s  syndrome. 

Enteric  Diseases;  Typhoid  Carrier  States. — 
Patients  with  established  carrier  states  due  to  the 
typhoid  bacillus  or  to  other  species  of  Salmo¬ 
nella  are  hospitalized  for  studies  of  the  host- 
parasite  relationship,  site  of  localization,  immu¬ 
nologic  patterns,  and  for  intensive  therapy 
employing  a  variety  of  drugs  and  methods.  Pa¬ 
tients  should  be  known  to  have  stools  positive 
for  Salmonella  for  a  period  of  one  year  or  longer. 
Other  patients  with  Salmonellosis  who  have  un¬ 
usual  complications  or  localized  disease  (such  as 
osteomyelitis)  may  be  accepted. 

Q  Fever. — Patients  with  a  known  history  of  Q 
fever  and  subsequent  chronic  or  recurrent  illness 
are  being  studied.  Objectives  are  to  determine 
whether  or  not  their  symptoms  may  be  due  to 
chronic  active  infestation  with  Coxiella  hurnettii 
and  also  to  determine  the  permanent  organic 
sequelae  in  this  disease.  Besides  strictly  clinical 
studies,  extensive  effort  is  being  made  to  recover 
C.  hurnettii  from  these  patients. 

Leptospirosis. — Studies  are  directed  toward 
evaluation  and  improvement  of  methods  of  diag- 
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nosis  and  therapy,  and  toward  determining  the 
clinical  course  and  complications  and  sequelae 
due  to  the  more  recently  recognized  species  of 
Leptospira,  in  particular  L.  pomona.  Patients 
are  admitted  with  Leptospira  demonstrable  in  the 
blood  or  urine  or  in  whom  the  agglutination  lysis 
test  is  positive.  Patients  developing  jaundice 
during  epidemics  or  following  association  with 
animals  fall  within  this  study. 

Fibrocystic  Disease  of  the  Pancreas. — A  lim¬ 
ited  number  of  infants  and  children  with  this 
disease  will  be  accepted  both  as  inpatients  and  as 
outpatients.  Studies  embrace  the  microbiologic 
flora,  biochemical  investigation  of  the  basic  na¬ 
ture  of  the  disease,  pulmonary  physiology,  and 
clinical  management. 

Nematode  and  Cestode  Infestations. — Patients 
with  diseases  due  to  selected  nematodes  and  ces- 
todes  which  have  proved  refractory  to  treatment 
may  be  accepted  for  study  and  experimental 
therapy.  Patients  with  certain  exotic  parasitic 
diseases,  where  there  is  little  known  of  the  symp¬ 
tomatology,  pathology,  or  efficacy  of  therapy 
may  be  seen  for  diagnostic  studies  and  consid¬ 
ered  for  admission  after  the  diagnosis  has  been 
established. 

Pyelonephritis. — Studies  are  conducted  on  a 
limited  number  of  patients  with  well  established 
chronic  pyelonephritis  without  obstructive  ele¬ 
ments,  or  with  congenital  abnormalities  not 
amenable  to  surgical  correction.  The  program 
entails  both  short-  and  long-term  therapy  with 
a  variety  of  selected  drugs.  Patients  should 
be  available  for  prolonged  hospitalization  and 
long-term  followup  studies. 

Amebiasis. — A  long-term  clinical  and  labora¬ 
tory  study  of  amebiasis  (due  to  E.  histolytica) 
employs  patients  with  demonstrable  organisms 
in  the  stool  or  with  a  high  complement  fixation 
x  titer.  Patients  with  negative  stools  and  comple¬ 
ment  fixation  titers  but  presenting  liver  or  lung 
disease  and  a  past  history  of  amebiasis  may  also 
be  accepted. 
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Filariasis,  Schistosomiasis. — Studies  on  these 
diseases  are  directed  toward  evaluation  and  im¬ 
provement  of  methods  of  diagnosis,  exhaustive 
clinical  studies  to  determine  the  sequelae,  study 
of  immunological  responses,  and  use  of  immu¬ 
nological  methods  in  diagnosis  and  experimental 
therapy  of  the  diseases.  Any  patient  with  proved 
schistosomiasis  or  filariasis  will  be  accepted. 

Patients  who  will  be  able  to  participate  in 
long-term  clinical  and  laboratory  studies  are 
most  desired.  Those  in  whom  either  of  these 
diseases  is  suspected  will  be  seen  for  the 
performance  of  diagnostic  studies  and  ac¬ 
cepted  if  the  parasite  is  found. 

Toxoplasmosis. — Patients  are  studied  to  deter¬ 
mine  the  importance  of  this  disease,  the  specific¬ 
ity  of  diagnostic  tests,  and  to  define  further  the 
clinical  entity.  Acceptable  patients  are  those 
with  fever  and  a  known  exposure  to  T oxoplasma; 
any  ill  patient  with  a  significantly  positive  com¬ 
plement  fixation  or  Sabin  dye  test  titer;  or  any 
systemically  well  patient  with  an  inflammatory 
eye  lesion  and  positive  serological  test  for  toxo¬ 
plasmosis. 
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Motor  Paralysis  and  Retarded  Development 
in  Children. — Elaborate  clinical,  developmental, 
and  laboratory  studies  are  conducted  in  children 
who  show  abnormal  development  during  early 
years  of  life.  Patients  should  be  under  5  years 
of  age  and  preference  is  given  to  infants  under 
2  years  of  age. 

Myasthenia  Gravis,  Muscular  Dystrophy,  Myo¬ 
tonia. — A  broad  series  of  studies  in  neuromus¬ 
cular  disease  involving  diagnosis,  therapy,  path¬ 
ology,  pharmacology,  alterations  of  actomysin, 
ionic  exchange,  significance  of  pentosuria,  etc. 
Patients  should  be  over  age  14  as  biopsies  must 
be  done  under  nerve  block. 

Epilepsy. — Various  aspects  of  temporal  lobe 
epilepsy,  together  with  fundamental  study  of  the 
brain  per  se,  are  involved  in  a  series  of  integrated 
studies  employing  chemotherapeutic,  surgical, 
psychological,  biochemical,  neurological,  and 
electrical  procedures.  The  majority  of  epilepsy 
patients  are  candidates  for  surgery  and  must  be 
able  to  withstand  prolonged  stimulation  proce¬ 
dures  under  local  anesthesia,  and  meeting  the 
criteria  of  a  combined  conference  of  neuro¬ 
surgeons,  neurologists,  and  electroencepha- 
lographers. 

Detection  of  Ocular  and  Orbital  Malignancy 
by  Use  of  Isotopes.— A  detection  of  malignancy 
in  the  region  of  the  eye,  the  orbit,  the  lids,  and 
the  lacrimal  gland  is  attempted  by  the  use  of 
gamma  and  beta  emitting  isotopes,  by  both  ex¬ 
ternal  and  retrobulbar  counting  methods.  Pre¬ 
liminary  studies  include  complete  X-ray  survey 
of  the  regions  involved,  plus  biopsy  as  indicated. 
Patients  accepted  for  this  study  include  those 
with  (1)  absolute  glaucoma,  (2)  phthisis  bulbi, 
(3)  retinal  detachment,  (4)  iris  tumors  and 
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masses,  (5)  retinoblastoma,  (6)  retrolental  fibro¬ 
plasia,  plus  suspected  malignancies  of  the  lids, 
orbit,  and  lacrimal  gland. 

Electroretinography.  —  Electroretinographic 
studies  on  retinal  lesions  with  particular  at¬ 
tention  to  macular  disease  and  patients  with 
congenital  night  blindness  or  congenital  color 
blindness. 

Diagnosis  and  Treatment  of  Toxoplasmic 
Uveitis. — This  project  involves  the  study  of 
antibody  titer  in  patients  whose  previous  uveitis 
studies  have  ruled  out  other  causes  for  this  con¬ 
dition,  and  whose  toxoplasmosis  dye  or  skin  test 
is  positive  in  significant  degree. 

T onograpbic  Studies  in  Glaucoma. — Studies 
on  the  tolerance  of  outflow  mechanism  of 
aqueous  humor  in  the  human  eye  by  means  of 
clinical  tonography  and  pharmacological  tech¬ 
niques  are  carried  out  on  patients  suspected  of 
early  glaucoma. 

Study  of  Conjunctival  and  Corneal  Virus  Dis¬ 
eases. — Patients  with  nonresponsive  inflamma¬ 
tory  lesions  of  corneal  and  conjunctival  regions 
are  accepted  for  virus  studies.  These  include 
tissue  cultures  and  neutralizing  antibody  tech¬ 
niques  prior  to  treatment. 
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Schizophrenia. — There  are  a  number  of  studies 
of  this  disorder  underway. 

The  basic  psychology  of  the  schizophrenic, 
including  studies  of  the  nature  of  preparation 
for  response,  perception,  reaction  time  and 
learning,  speech  behavior,  and  interpersonal 
interaction  patterns. 

The  study  of  the  effects  of  biological  and 
pharmacological  agents  and  physiological  alter¬ 
ations  as  they  are  related  to  schizophrenia. 

The  study  of  the  therapeutic  community  of 
the  ward  and  the  hospital  and  their  effects  on 
the  schizophrenic  patient. 

Studies  are  proceeding  which  attempt  to  deter¬ 
mine  whether  families  of  schizophrenic  patients 
have  characteristics  that  distinguish  them  from 
other  families;  systematic  comparisons  are  being 
made  of  families  of  schizophrenic  patients  and 
families  of  severely  neurotic  patients.  Methods 
for  treating  family  units  are  being  developed. 

Aggressive  Children. — Several  related  studies 
are  being  pursued  in  children  whose  principal 
characteristic  is  severe  aggressive,  antisocial  be¬ 
havior.  Factors  involved  in  rage,  its  expression 
and  control,  are  being  investigated.  The  origins 
of  disturbances  in  learning  and  cognitive  func¬ 
tioning  in  hyperaggressive  children  are  being 
traced.  The  use  of  the  residential  setting  and 
the  therapeutic  environment  provided  are  being 
studied  with  special  emphasis  on  the  nature  of 
the  social  structure,  the  influence  of  special  ac¬ 
tivities  and  experiences,  the  physical  facilities, 
and  overall  life  routine.  Studies  of  the  family 
and  the  environment  as  they  are  related  to  the 
problems  of  the  aggressive  child  are  being 
carried  out. 
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Somatopsychic  Interrelationships. — Extensive 
studies  are  being  carried  out  in  the  field  of 
somatopsychic  interrelationships — i.  e.,  the  effect 
of  drugs,  brain  damage,  physical  illnesses,  and 
senescence  on  psychological  function.  For  ex¬ 
ample,  now  underway  are  studies  of  the  biologi¬ 
cal  correlates  of  schizophrenia  which  include 
surveys  of  many  indices  of  endocrine,  bio¬ 
chemical,  and  metabolic  status  in  schizophrenic 
patients. 

Stress. — A  variety  of  studies  of  psychosocial 
stresses  are  underway.  One  line  of  inquiry  is 
directed  toward  clarifying  some  of  the  main 
bodily  changes  associated  with  difficut,  distress¬ 
ing  experiences;  special  attention  is  devoted  to 
relations  of  behavior  and  endocrine  function. 
Another  line  of  inquiry  is  directed  toward  cop¬ 
ing  with  behavior  under  stressful  circumstances. 
Present  research  uses  the  transition  to  college  as 
a  focal  stress,  around  which  both  pathological 
reactions  and  personality  development  are  being 
studied. 

Psychotherapy. — This  important  instrument 
of  investigation  for  the  study  of  personality  and 
interpersonal  relations  is  being  studied  in  its 
various  forms:  Individual  and  group;  suppor¬ 
tive  and  psychoanalytic.  The  psychotherapeutic 
process  in  areas  of  our  special  interest,  schizo¬ 
phrenia  and  hyperaggressive  children,  is  being 
studied  through  the  media  of  recorded  inter¬ 
views  and  through  sound  films  of  interviews. 
The  attempt  is  being  made  through  the  analysis 
of  the  psychotherapeutic  process  to  provide  data 
that  may  become  subject  to  objective  verification. 

Developmental  Processes. — Studies  in  child 
development  are  centered  especially  around  the 
early  developmental  processes,  with  emphasis  on 
the  role  of  significant  family  figures  and  their 
interactions,  learning  in  infancy,  the  emotional 
and  cognitive  development  of  the  infant  and 
child,  and  the  development  of  socialization  re¬ 
sponses.  These  studies  are  being  carried  out 
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both  with  institutional  infants  and  with  intact- 
family  infants.  They  are  observed  both  in  their 
familiar  living  situations  and  in  standard  testing 
cribs  or  rooms  at  the  Clinical  Center.  Ihus, 
comparisons  are  made  between  the  responses 
of  infants  with  different  life  experiences  to  a 
given  stimulus  situation;  and  also  of  the  be¬ 
havior  of  infants  with  similar  backgrounds 
to  different  stimulus  situations. 
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Clinical  Investigations  Branch 

Hereditary  Disturbances  in  Enamel  and  Den¬ 
tin.—  Familial  studies  of  amelogenesis  imper¬ 
fecta,  hereditary  enamel  hypoplasia,  hereditary 
opalescent  dentin,  with  or  without  osteogenesis 
imperfecta  or  osteopetrosis,  are  in  progress.  In 
addition,  families  that  appear  to  have  an  inher¬ 
ited  immunity  to  dental  caries  are  desired  as  part 
of  this  project. 

Normal  and  Abnormal  Patterns  of  Growth 
of  the  Head. — Cephalometric  roentgenography 
is  being  employed  for  the  study  of  normal  and 
abnormal  patterns  of  cranial  and  facial  growth. 
Particular  emphasis  is  placed  on  the  study -of 
young  children  with  congenital  and  acquired 
anomalies  of  the  facial  structure.  Certain  treat¬ 
ment  procedures  for  correction  of  commonly 
seen  malrelations  of  teeth  and  jaws  are  being 
evaluated.  Comparison  of  facial  growth  in 
treated  and  untreated  children  may  contribute 
to  a  better  understanding  of  the  methodology  of 
orthodontic  treatment. 

Dental  Caries. — The  physiological,  bacterio¬ 
logical,  and  biochemical  processes  of  the  oral 
cavity  are  being  studied  in  patients  in  an  at¬ 
tempt  to  find  more  specific  causative  conditions 
for  dental  caries.  Special  attention  is  being 
given  to  types  of  oral  microorganisms  which 
have  been  difficult  to  isolate,  and  to  the  enzy¬ 
matic  activities  of  these  microorganisms.  Also, 
the  biochemistry  of  saliva  and  the  relationship 
of  dental  caries  to  systemic  conditions  are  being 
investigated.  Referral  of  patients  with  rampant 
caries  is  requested.  Unusual  dental  erosion 
cases  are  also  of  interest. 

Prosthetic  Reconstruction  for  Maxillo-Facial 
Defects.  —  Patients  with  abnormalities  of  the 
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face,  hard  and  soft  palate,  and  maxillary  ridges 
which  result  both  from  disease  and  trauma  are 
desired.  Many  times  these  prosthetic  devices  are 
interim  treatment  before  plastic  surgery.  Speech 
appliances  designed  to  assist  patients  with  inop¬ 
erable  cleft  palates  or  with  nonfunctional  re¬ 
paired  palates  are  being  studied  in  an  effort  to 
formulate  principles  of  prosthetic  design  and 
to  evaluate  functional  results. 

Periodontal  Disease. — Studies  on  the  relation¬ 
ship  between  local  and  systemic  factors  are 
being  pursued  and  different  types  of  treatment 
procedures  are  being  evaluated.  Patients  with 
gross  evidence  of  periodontal  disease  and  who 
approximate  a  full  complement  of  teeth  are 
needed  for  these  clinical  studies. 

Chronic  and  Acute  Stomatitis.— Diagnostic 
and  etiological  studies  of  chronic  stomatitis  are 
in  progress.  Cases  of  chronic  gingivitis,  gin- 
givo-stomatitis,  chronic  herpetic  and  aphthous 
stomatitis,  lichen  planus,  and  desquamative 
stomatitis  are  needed.  "Denture  sore”  mouths 
are  of  interest.  Also,  patients  with  leukoplakia 
or  similar  type  lesions  are  being  investigated 
over  long  periods  of  time  to  discover  etiological 
factors.  Particular  emphasis  is  being  placed  on 
the  possible  role  of  dental  irritations  in  produc¬ 
ing  such  lesions. 

Dental  Anesthesia. — Baseline  data  is  being 
accumulated  on  patients  undergoing  oral  surgi¬ 
cal  procedures  under  general  anesthesia,  partic¬ 
ularly  intravenous  agents.  Alterations  of  the 
blood  pressure,  pulse  rate,  and  other  physio¬ 
logical  changes  of  interest  are  recorded  as  well 
as  such  important  information  as  depth  of  anes¬ 
thesia,  length  of  surgical  procedure,  duration  of 
sleep,  amount  of  drug  used,  postoperative  se¬ 
quela,  etc.  Included  in  this  study  are  all  types 
of  oral  surgery  and  exodontic  procedures. 
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Hist  o  chemical  Studies  of  Oral  Tissue. — 
Studies  of  enzyme  and  other  characteristics  of 
normal  and  abnormal  oral  tissues  are  being 
undertaken  in  an  attempt  to  characterize  lesions 
from  a  histochemical  standpoint.  Of  particular 
interest  are  salivary  gland  tumors. 

Unusual  Increased  Bone  Densities  and  Abnor¬ 
mal  Calcium  Metabolism. — The  results  of  radio- 
logic  and  clinical  epidemiologic  field  studies  con¬ 
stitute  the  basis  of  research  interest  in  cases  of 
increased  bone  density,  coarsened  trabeculation, 
ligamentous  calcification  and  exostoses;  detect¬ 
able  on  radiologic  examination. 


32 


Public  Health  Service  Publication  No.  284 
Revised  1958 


U.  S.  GOVERNMENT  PRINTING  OFFICE:  1958  O — 473600 


